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EXPERIMENTAL PATHOLOGY 


1. Growth of Human Epidermoid Carcinoma Cells in 
Tissue Culture 

C. M. SouTHAM and P. J. GoeTTLeR. Cancer [Cancer 
(N. Y.)] 6, 809-827, July, 1953. 48 figs., 32 refs. 


Specimens of normal epithelial tissue from a variety 
of sites and 106 specimens of epidermoid cancer tissue 
taken from 90 patients were transplanted on to clots of 
fowl plasma and chick-embryo extract on coverslips, 
and were then cultured by the “roller slide” tech- 
nique, human malignant ascitic fluid and saline, with 
added chick-embryo extract, penicillin, and strepto- 
mycin, being used as medium. Epithelial outgrowth 
was observed from 30 (43%) of 69 specimens of primary 
growth, 17 (46%) of 37 specimens of lymph-node meta- 
stases, and 39 (74°) of 53 specimens of normal epithelium. 
There was no correlation between degree of malignancy, 
as judged clinically and microscopically, and ability of 
the tumour to grow in vitro. In 2 cases cultures which 
were reimplanted into the patients from whom they 
originated gave rise to malignant nodules. 

Appearances in culture differed slightly but significantly 
as between the carcinomatous and the normal tissues, 
the former showing reduced cohesiveness of cells, greater 
variation of cell size, and prevalence of hyperchromatic 
nuclei and basophilic cytoplasm. M. H. Salaman 


2. Induced Malignant Changes in Cultures of Rat 
Connective Tissue. (O 
TKAHH KPBICbI B SKCMaHTaTax) 
A. D. and S. V. BENEVOLENSKAYA. A 
TTamoaozuu [Arkh. Patol.| 15, 15-22, May-June, 1953. 
6 figs., 5 refs. 


The authors have already reported that cultures of 
mouse connective tissue could not be made to undergo 
malignant change by the addition of a chemical carcinogen 
alone; but if the tissue was derived from cancer-bearing 
strains of mice or had milk factor added to it, then it 
could be rendered malignant in this way. In analogous 
experiments carried out on cultures of rat tissue and 
reported here it proved possible to induce malignant 
change with a combination of methylcholanthrene and an 
active principle derived from the culture of a rat sarcoma 
produced previously by methylcholanthrene, whereas 
methylcholanthrene alone was ineffective. The tumour 
could be reproduced by inoculation of young rats with 
the malignant culture, such tumours being trans- 
plantable. _L. Crome 


M—B 


3. A Comparative Study of the Healing of Wounds 
in White Rats with and without Tissue Therapy. (Cpasxu- 
H3yYeHHE MPOUECCa 3axKHBJICHHA PaH y 
KpbIC B yCNOBHAX TKAHeBOH TepanHH 6e3 Hee) 

G. D. Knyazeva. Apxue [Tamoaoeuu [Arkh. Patol.] 
15, 41-50, May-June, 1953. 7 figs., 15 refs. 


The healing of wounds in white rats treated according 
to the Filatov method of tissue therapy by the sub- 
cutaneous insertion of 125 mg. of conserved ox spleen 
was compared with the healing of wounds in untreated 
controls. The treated rats showed acceleration of, and 
increase in, the formation of granulation tissue and 
regeneration of nerves and epithelium, their wounds 
healing more rapidly than in the controls. Accumulation 
of mucoid substances was also seen in the wounds of the 
treated animals. L. Crome 


CHEMICAL PATHOLOGY 


4. Amine Oxidase, Pressor Amines, and 
esterase in Brain Tumours 

E. F. J. PHitpot, and F. D. BosANQuet. 
Lancet [Lancet] 1, 865-866, May 2, 1953. 6 refs. 


In order to ascertain whether neuroglial tissue partici- 
pates in the formation and breakdown of substances such 
as acetylcholine, adrenaline, and noradrenaline, a study of 
the enzyme activity of samples of intracranial tumour, 
particularly glioma, tissue was carried out at the 
University of Oxford. It was hoped that some correlation 
between enzyme activity and histological classification, 
that is, the preponderance of certain cell types, 
might be demonstrated. Samples of 12 intracranial 
tumours, consisting of 7 gliomata of the astrocyte 
series, one ependymoma, one acoustic nerve tumour, and 
3 meningiomata, removed at operation, were examined 
histologically and biochemically. The 5 last-named 
tumours contained no nerve cells, but these were present 
in varying numbers in the gliomata, some specimens 
containing fairly well preserved nervous tissue. The 
activities of amine-oxidase and cholinesterase were 
estimated manometrically (Warburg) and the content 
of pressor amines was determined by biological assay. 

The results showed that the two enzymes were active in 
variable degree in all the gliomata, while in the meningio- 
mata they occurred in much smaller amounts, or were 
absent. When compared with normal brain tissue, glial 
tumours exhibited amine-oxidase activity of the same 
order, and in most cases a higher activity of cholinesterase, 
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though true cholinesterase was present at a lower level 
than pseudo-cholinesterase. Pressor amines, particu- 
larly noradrenaline, were demonstrated in several 
tumours, and in the case of one glioma from a child aged 
3 years very high values were obtained, exceeding those 
as yet found in any area of the normal central nervous 
system. H. G. Crabtree 


5. A New Micromethod for the Estimation of Blood 
Sugar (the Periodate Method). (Eine neue Mikro- 
methode zur Bestimmung des Blutzuckers (Perjodat- 
Methode)) 

M. TAKATA, Y. TAKAHASHI, and K. SAsAki. (Klinische 
Wochenschrift [Klin. Wschr.] 31, 590-593, July 1, 1953. 
1 fig., 3 refs. 


Most previous methods of micro-estimation of the 
blood content of glucose have depended on the reducing 
power of this substance. In this paper the authors 
describe a new alternative technique developed at the 
Institute for Medical Chemistry, Toho University, 
Tokyo. In this, the protein is removed by a sodium- 
sulphate—zinc-sulphate mixture at alkaline pH. Periodic 
acid is added in excess, and each molecule of glucose 
yields one molecule of formaldehyde and five of formic 
acid. The excess periodic acid is then destroyed by the 
addition of sodium sulphite, mercuric chloride is added, 
and metallic mercury is formed in proportion to the 
amount of formaldehyde present. The colloidal mercury 
produces a turbidity which is measured by nephelometry. 

[The most serious drawback of this method seems to be 
that acetone at a level of 10 mg. per 100 ml. produces a 
turbidity comparable with that of 30 mg. of glucose per 
100 ml. The acetone can, of course, be removed by 
heating the deproteinized blood filtrate in the boiling 
water bath, but the need for such a precaution makes the 
method somewhat unsuitable for routine use. This is 
the more so as the authors emphasize that the “* new 
reaction is very sensitive and demands a subtle technique, 
with exact adherence to the method described, particu- 
larly in regard to the constancy of the temperature of the 
reaction, 25°C., and a precise incubation time of 
20 minutes’’.] H. Lehmann 


6. The Effect of Varying Insulin Dosages on the Rate 
of Decline of the Blood Sugar in the Modified Glucose 
Insulin Tolerance Test 

B. W. VoLk and S. S. LAzarus. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 41, 684-689, 
May, 1953. 2 figs., 14 refs. 


The modified glucose insulin tolerance test (G.I.T.) 
previously introduced by the authors (J. Lab. clin. 
Med., 1952, 39, 404) consisted in the intravenous injection 
of 25 g. of glucose followed after 30 minutes by 0-1 unit 
of crystalline insulin per kg. body weight This insulin 
dosage was arbitrarily selected, and in the investigation 
described in the present paper the rate of decline of the 
blood sugar concentration with varying doses of insulin 
was studied. 

At the Jewish Sanitarium and Hospital for Chronic 
Diseases, New York, the G.I.T. was carried out at bi- 
weekly intervals in 10 fasting non-diabetic subjects, the 


dose of insulin varying between 0-01 and 0-3 unit per kg. 
body weight. The results showed that the mean rate of 
decline in the blood sugar concentration was proportional 
to the insulin dosage up to 0-05 unit per kg., but that 
larger amounts of insulin did not cause any increase in the 
rate, 

It was concluded that the dosage of insulin used 
originally in the G.I.T. (0-1 unit per kg. body weight) 
was probably the most satisfactory, since it was just above 
the lowest amount which produced the maximum 
response. Although in healthy subjects a dose of 0-05 
unit of insulin per kg. causes a maximum increase in 
the rate of decline of the blood sugar concentration, it is 
emphasized that to produce a maximum response ‘in 
insulin-resistant diabetic subjects the dose of insulin 
should be higher. The response in diabetic patients 
with normal insulin sensitivity should, theoretically, 
be identical with that in healthy subjects. 

M. J. H. Smith 


7. Tests for Glycosuria. A Comparison of Benedict’s 
Test, Clinitest, and Glucotest 
C. H. Gray and H. R. Mizar. British Medical 
Journal [Brit. med. J.] 1, 1361-1363, June 20, 1953. 
1 fig. 


The authors have found during a long experience at 
King’s College Hospital, London, that when Benedict’s 
qualitative test is performed inexpertly the results are 
often unreliable. They have therefore investigated the 
usefulness of the “* clinitest ’’ and “* glucotest ’’, comparing 
the results obtained with those of Benedict’s test. For 
this purpose they used 300 samples of urine, mainly 
from diabetic patients, the glucose content of which had 
been determined by Folin and Wu’s method. The 
clinitest and glucotest are performed by adding to 
diluted urine a tablet containing copper sulphate, 
sodium hydroxide, citric acid, and sodium bicarbonate in 
appropriate proportions. Heat is generated, and in 
positive cases the copper is reduced, the reaction being 
complete within a minute; a semi-quantitative grading 
can be made from a colour chart provided. 

For urine containing up to 0-4 g. of glucose per 
100 ml. the clinitest and glucotest were less sensitive than 
Benedict’s test, the glucotest being the least sensitive. 
Thus in the range of 0-21 to 0-40 g. per 100 ml. the results 
of 15 out of 50 glucotests and of 4 out of 54 clinitests were 
negative, whereas none of 55 Benedict tests gave a nega- 
tive result. Above 0-4 g. per 100 ml. the results were 
positive with all three, although in none was the corre- 
lation between the grading and the actual glucose con- 
tent very good. With a glucose concentration over 
2-0 g. per 100 ml. a 3+ or 4+ reduction was nearly 
always obtained, however. 

The authors point out that for most purposes, and 
particularly in the control of treatment of diabetes, an 
exact quantitative determination is not required and 
failure to detect traces of glucose is of little significance. 
They therefore consider that the slightly greater sensi- 
tivity of Benedict’s test is more than offset by the 
simplicity, convenience, ease of standardization, and 
speed of performance of the tablet tests for routine use. 

M. Lubran 
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8. Estimation of Bilirubin in Serum 

W. G. DANGERFIELD and R. FiNLAyson. Journal of 
Clinical Pathology [J. clin. Path.] 6, 173-177, Aug., 1953. 
1 fig., 11 refs. 


9. The Estimation of Creatinine in Serum 
M. H. Roscor. Journal of Clinical Pathology [J. clin. 
Path.) 6, 201-207, Aug., 1953. 4 figs., 22 refs. 


10. Some Factors Affecting Uropepsinogen Excretion 
in Man 
H. H. G. Eastcotr, J. K. FAwcett, and C. G. Ros. 
Lancet [Lancet] 1, 1068-1070, May 30, 1953. 6 figs., 
8 refs. 


The authors have studied the urinary excretion of 
uropepsinogen, a substance which on acidification is 
converted to a proteolytic enzyme probably identical 
with gastric pepsin, in 24-hour specimens of urine from 
180 patients at St. Mary’s Hospital, London, 116 of 
whom were suffering from peptic ulcer or carcinoma 
of the stomach. The method of estimation was that 
described by Fawcett (J. med. Lab. Technol., 1951, 9, 
170), in which urine is incubated at 37° C. with a human 
haemoglobin substrate at pH 1-5 to 1-8. Excess haemo- 
globin is then precipitated by trichloracetic acid, and the 
degree of proteolysis measured photometrically with the 
Folin and Ciocalteu reagent (which gives a blue colour in 
alkaline solution with certain of the liberated amino- 
acids, particularly tyrosine) by means of a calibration 
curve prepared from standard tyrosine solutions. The 
uropepsinogen unit used by the authors is that defined by 
Minsley as “‘ that quantity which, during a 10-minute 
incubation of the standard assay, releases 1 mg. of 
* tyrosine-like substance ”’. 

The subjects were divided into 5 groups as follows: 
(1) a control group of 63 patients with no clinical 
evidence of peptic ulcer (39 males, 24 females); (2) 74 
patients with a diagnosis of duodenal ulcer, either proved 
at operation or supported by strong clinical and radio- 
logical evidence together with the finding of a high 
gastric acidity (62 males, 12 fermales); (3) 21 with gastric 
ulcer (11 males, 10 females); (4) 16 with gastric car- 
cinoma; and (5) one with pernicious anaemia. 

The control subjects (Group 1) excreted an average 
of 3-9 units of uropepsinogen per hour, there being a 
marked sex difference (males 4-5 units, females 2-8 units 
per hour). In Group 2 the mean rate of excretion was 
8-1 units per hour, the males excreting an average of 
8-7 units and the females 5-1 units per hour. Of the 
21 patients in Group 3, the excretion rate in 18 was 
similar to that of the controls and was increased in the 
remaining 3; no sex difference was evident. In Group 4 
the mean excretion rate was similar to that of the controls, 
though the number of low readings was greater than in 
any of the other groups. The mean uropepsinogen 
excretion rate in 16 patients with peptic ulcer rose from 
8 to 20 units per hour 36 to 72 hours after a gastric 
operation, subsequently falling to 5-5 units per hour; 
no such rise was seen in 4 patients undergoing cholecys- 
tectomy. The excretion rate was reduced by gastric 


resection, but after total gastrectomy moderate amounts 
of uropepsinogen were found in the urine even several 
months after operation. Vagotomy had no significant 
effect. The administration of cortisone or adrenocortico- 
trophic hormone to 5 patients in Group 1 caused a two- 
to threefold increase in uropepsinogen excretion. 

The authors consider that the increased rate of excre- 
tion of uropepsinogen in cases of active duodenal ulcer 
may be valuable in identifying the source of gastro- 
intestinal haemorrhage, distinguishing between benign 
and malignant causes of pyloric stenosis, and differentia- 
ting duodenal ulcer from gastric ulcer or carcinoma or 
from other sources of dyspepsia such as the appendix. 
[A statistical test of significance, such as Student’s 
t’’ test, could have been applied with advantage to the 
data contained in this paper, and would have enabled 
the authors to have been more precise in their evaluation 
of the possible importance of the estimation as a 
diagnostic aid.] M. J. H. Smith 


11. The Recovery of Bromsulfalein Following Intra- 
venous and Oral Administration of the Dye 

B. Gices, W. C. Morse, W. S. SHARON, and J. WYNN. 
Gastroenterology [Gastroenterology] 24, 23-29, May, 
1953. 1 fig., 13 refs. 


In an attempt to explain the discrepancy between the 
biliary excretion of “* bromsulphalein ** and its recovery in 
the faeces the authors, working at the Walter Reed*Army 
Medical Center, Washington, D.C., studied the fate of 
the dye when given by mouth and intravenously. 
Bromsulphalein, 5 mg. per kg. body weight, was injected 
intravenously into patients with liver disease, and com- 
plete 24-hour collections of urine and faeces were made 
for one week. The stools were homogenized, suspended 


_ in normal saline, and filtered, the filtrate being analysed 


for the dye in the same way as urine. It was found that 
the residue from filtration contained less than 10% of 
the amount of dye given. The effect of the bacterial 
flora of the intestine on bromsulphalein was also tested by 
incubating the dye with suspensions of faeces in various 
nutrient media, with strains of individual organisms 
of the flora, and with suspensions of stools and media 
which had been sterilized. 

In 7 of the 10 cases of liver disease given the dye 
intravenously 45°% to 63° of the dye was recovered in the 
stool, the peak excretion occurring between 12 and 
48 hours after injection. In 2 patients with cholangio- 
lithic hepatitis there was prolonged dye retention and 
more of the dye was excreted in the urine; since less was 
excreted into the bowel, less was recovered from the 
stool. The amount of dye recovered after its administra- 
tion in capsules of 1 g. by mouth to 4 subjects was related 
to the speed of its elimination from the body. For 
example, constipated patients who retained the dye in 
the intestine for more than 48 hours excreted less. The 
same observation was made in dogs with obstruction of 
the common bile duct, in which constipation was severe. 
In normal dogs and rats about 20% of the dye given 
by mouth was recovered from the faeces. The effects of 
the faecal bacterial flora on the dye may be summarized 
as follows: (1) sterile stool filtrates produced no reduc- 
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tion in the amount of bromsulphalein recovered; (2) stool 
suspensions containing bacteria destroyed about 40% of 
the dye, the maximum destruction occurring between 
24 and 72 hours of incubation; (3) there was no differ- 
ence in the amounts of dye destroyed on aerobic and 
anaerobic incubation; (4) of individual micro-organisms, 
diphtheroids and Bacillus subtilis destroyed the dye more 
quickly than other organisms. It is concluded from the 
inverse relationship between the amount of bromsulpha- 
lein recovered and the rate of its excretion, irrespective 
of whether the dye was given orally or intravenously, that 
the dye is altered in the intestinal tract, and that this 
alteration is brought about by bacterial action. 
Walter H. H. Merivale 


12. Assessment of Adrenocortical Activity by Assay of 
17-Ketogenic Steroids in Urine 

J. K. Norymserski, R. D. Stusps, and H. F. West. 
“Lancet [Lancet] 1, 1276-1281, June 27, 1953. 8 figs., 
42 refs. 


This paper from the Centre for the Investigation of 
Rheumatic Diseases, Nether Edge Hospital, Sheffield, 
describes a method for estimating urinary steroids derived 
from the adrenal cortex. Certain corticosteroids 
(17 : 20 : 21-triols and 17 : 20-glycols) on oxidation with 
periodic acid yield 17-ketosteroids which can be easily 
estimated; this procedure is in general use. Norym- 
berski has shown that by substituting sodium bismuthate 
for periodate as the oxidizing agent it is possible to 
extend the estimation of these 17-ketogenic steroids to 
include corticosteroids with a dihydroxyacetone side- 
chain (17 : 21-diol-20-one). In the present paper the 
term “ 17-ketogenic steroids ”’ is used to denote those con- 
verted by bismuthate (not by periodate) into 17-keto- 
steroids. Urine 24-hour samples, collected without 
preservative and diluted with distilled water up to 2 litres, 
were assayed in duplicate for 17-ketosteroids and for 
total - 17-ketosteroids ’’ (after bismuthate oxidation), 
the difference between the two levels representing the 
17-ketosteroids derived from 17-ketogenic steroids on 
oxidation. The experimental procedure was adapted 
from that of Drekter et al. (J. clin. Endocr.. 1952, 12, 55), 
and has been fully described in a previous paper (Norym- 
berski, Nature (Lond.), 1952, 170, 1074). By this method 
the recovery of added corticosteroid is 80°, or more. 

The output of 17-ketogenic steroids of normal men and 
women, and of children, was determined and compared 
with that of patients with various diseases. In cases 
of rheumatoid arthritis and ankylosing spondylitis 
the output was about 40% lower than that of normal 
adults; treatment with ACTH caused increased output, 
which varied irregularly with dose and subject. In 
patients treated with cortisone acetate there was a linear 
relation between the size of dose and the excretion of 
17-ketogenic steroids, indicating that the assay of the 
latter gives a measure of adrenal activity, 17c- 
hydroxycorticosterone, the main cortical steroid, being 
probably excreted as a dihydroxyacetone derivative. 

This simple method has the great advantage that it does 
not require hydrolysis by strong acid, thereby avoiding 
destruction of corticosteroids. Nancy Gough 


MORBID ANATOMY AND CYTOLOGY 


13. Histochemical Studies of the Human Skin. | 


I. The Dermo-epidermal Junction. (Etudes _histo- 
chimiques de la peau humaine. I. La jonction dermo- 
épidermique) 

A. Dupré. Annales de dermatologie et de syphili- 
graphie [Ann. Derm. Syph. (Paris)| 80, 263-274, May- 
June, 1953. 9 figs., 21 refs. 


In sections of healthy skin, mainly from the palms and 
soles, stained by the MacManus method and with 
Sudan black B, the author has been able to demon- 
strate the presence of a fine basal membrane at the 
dermo-epidermal junction. In different sections this 
membrane appears homogeneous, undulating, festooned, 
and pseudo-fibrillary, and it consists chemically of a com- 
plex of lipid, polysaccharide, and protein. The polysac- 
charide is probably chondroitin sulphuric acid, Type B. 
It is suggested that this basal membrane arises from the 
dermal interstitial substance, of which it is a local modi- 
fication, and that it serves partly as a cementing sub- 
stance between dermis and epidermis and partly as a 
regulator of dermo-epidermal exchanges by means of 
variations in its degree of polymerization. 

James Marshall 


14. Structural Changes in the Ciliated Epithelial Cells 
during the Common Cold 

W. T. K. BRYAN and M. P. Bryan. Transactions of the 
American Academy of Ophthalmology and Otolaryngology 
[Trans. Amer. Acad. Opfithal. Otolaryng.] 57, 297-303, 
May-June, 1953. 12 figs., 18 refs. 


The authors claim to have developed a practical and 
reliable diagnostic test for the common cold, based on 
the identification of a specific pattern of cytological 
change in the exfoliated ciliated epithelial cells present 
in the nasal secretions. They state that it is possible in 
this way to distinguish the rhinitis due to virus infection 
from that due to allergic or radiation reactions and from 
subacute and chronic sinus infections. 

Smears of nasal secretion are fixed and stained accord- 
ing to Papanicolaou’s technique (with minor modifica- 
tions) and examined microscopically for epithelial cells 
showing the degenerative changes characteristic of the 
common cold. These appear during the first two days of 
the infection, the nucleus becoming pyknotic and the 
cytoplasm coarsely granular, although the cilia remain 
intact. Small pink and black globules appear in the 
area immediately around the nucleus, the nucleoli dis- 
appear, and the nucleus is finally extruded, pyknotic 
nuclei and anuclear cells—some with tufts of cilia 
still beating—lying free in the secretion. Exfoliation 
reaches a peak between the 2nd and Sth day of the 
infection, and the degenerating cells then rapidly dis- 
appear, few being found after the first week and none 
after the 12th day. 

The same cytological picture has been observed in 
several cases in which the clinical diagnosis was of 
influenza, but not in cases of subacute or chronic sinus 
infection. In cases of allergic rhinitis and the coryza of 
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measles, cell changes are seen which are clearly distin- 
guishable from those described. 

[All the stages of degeneration, and the inclusion 
bodies, are clearly shown in superb reproductions of 
colour photomicrographs. ] L. Michaelis 


15. The Mucolytic and Digestive Action of Trypsin in 
the Preparation of Sputum for Cytologic Study 

S. M. Farser, S. L. PHAarrR, D. A. Woop, and R. D. 
GORMAN. Science [Science] 117, 687-690, June 19, 
1953. 4 figs., 10 refs. 


Working at the University of California School of 
Medicine, the San Francisco Hospital, and in the San 
Francisco Department of Public Health, the authors have 
developed a method of liquefying sputum by selective 
enzymic digestion with trypsin, which removes non- 
viable exfoliated squamous epithelium and dissolves 
mucin strands without altering the appearance or staining 
characteristics of malignant cells. The cellular material 
may then be concentrated by centrifugation, and homo- 
geneous smears made of the deposit for the cytological 
diagnosis of lung tumours. It is claimed that 125 mg. 
(125,000 Armour units) of trypsin dissolved in 12-5 ml. 
of Sorensen’s buffer solution (pH 7-1) will liquefy 8 to 
10 ml. of the.most tenacious sputum in 15 minutes. 

The specimen is placed in a centrifuge tube of sufficient 
capacity to permit adequate agitation to be carried out 
while the tube is heated in a water bath at 57° C., 1 or 
2 drops of caprylic alcohol being added to prevent 
frothing. When the specimen is thoroughly liquefied, 
0-5 to 1 ml. of human plasma is layered to the bottom 
of the centrifuge tube with a pipette to inhibit the enzyme 
and to act as an adhesive agent in the subsequent fixation 
and staining. While 15 minutes is usually enough, 
digestion for periods up to 50 minutes does not materially 
affect the appearance of malignant cells. 

The authors suggest that this method could also be 
applied in the cytological investigation of stomach 
washings, while trypsin might be used as a vaginal 
douche to obtain material free from post-radiation fibrin- 
ous and necrotic debris, to lyse clotted pleural and 
ascitic fluid for cytological study, and to digest the 
faecal debris in rectal washings and enable the cellular 
material to be concentrated and examined. 

Ernest T. Ruston 


16. Cystic Enlargement of the Mucous Glands of the 
Bronchus Associated with Chronic Bronchitis 

A. Duprez and R. Mampuys. Thorax [Thorax] 8, 
141-147, June, 1953. 9 figs., 20 refs. 


The behaviour of the mucous glands of the bronchus 
in chronic bronchitis and bronchiectasis was studied at 
the H6pital St.-Pierre, University of Brussels. Small 
round holes were observed in the mucosa of the trachea 
and bronchi on bronchography and bronchoscopy and 
in post-mortem specimens. Most of them were about 
0-2 mm. in diameter and were found in the groove 
between the cartilage and the membranous part of the 
trachea and bronchi, while others were 0-7 mm. to 1-2 
mm. in diameter and were found more frequently 
in the larger bronchi than in the trachea and in greater 


numbers near the bronchial bifurcations. Histological 
examination showed that these holes were the dilated 
openings of the mucous glands, which have a long duct 
with a narrow aperture. 

It is believed that in chronic bronchitis and bronchi- 
ectasis where there is increased~production of mucus, 
a small plug of mucus is formed, causing dilatation of the 
whole duct behind the obstruction and cystic degenera- 
tion of the gland. The mucus plug is later coughed up. 
In many cases these holes have been diagnosed as 
fistulae due to the rupture of tuberculous lymph nodes. 
into the bronchi. Inflammation may remain around the 
ducts and may be responsible for reinfection of the lung 
in cases of long-standing bronchitis. 

A. Gordon Beckett 


17. Vascular Changes Associated with Bronchiectasis. 
(Les modifications vasculaires au cours des bronchi- 
ectasies) 

J. DeLarue, C. Sors, and J. MiGNot. Journal francais 
de médecine et chirurgie thoraciques [J. frang. Méd. Chir. 
thorac.}] 7, 225-238, 1953. 15 figs., 10 refs. 


At the Laboratory of Morbid Anatomy, Faculty of 
Medicine, Paris, the authors carried out a radiological 
and histological post-mortem examination of normal 
and bronchiectatic lungs after the injection of the 
bronchial arteries with a solution containing 3% 
gelatin and 50° of red lead by weight. This solution 
was successful in penetrating the finest ramifications, 
and showed that in the normal lung anastomoses between 
the bronchial and pulmonary arteries are fairly numerous, 
but are of limited calibre and did not allow the passage 
of much of the injected material into the pulmonary 
artery. The anastomotic vessels coil spirally round the 
pulmonary artery and often end in an ampullar dilatation. 

In the bronchiectatic lungs such anastomoses were 
found to be far more numerous, more sinuous, and of 
larger calibre, so that much more of the injected solution 
passed into the pulmonary arteries; many of the anasto- 
moses were subpleural. In some cases large arterio- 
venous anastomoses were also observed. The effect 
of bronchiectasis is thus to produce extensive alteration 
of the pulmonary vascular bed, with consequent changes 
in the nutrition of the lung. C. L. Oakley 


18. Vascularity of the Early Subcutaneous Nodule of 
Rheumatoid Arthritis 

L. SoxotorF, R. T. McC.uskey, and J. J. BunNim. 
Archives of Pathology [Arch. Path. (Chicago)| 55, 475- 
495, June, 1953. 10 figs., 16 refs. 


The structure of the early subcutaneous nodule of 
rheumatoid arthritis was studied at the New York 
University and the Bellevue Hospital. It is postulated 
that one of the primary morphological changes in rheu- 
matoid arthritis is an arteritis and that the developing 
nodule, evoked probably by trauma, is seen microscopi- 
cally as an active localized proliferation of the involved 
blood vessels with, spreading out from them, a granulation 
tissue in which there appears necrosis of the fibres and a 
reactive cellular response (palisades). The process is 
thought to be centrifugal, possibly due to a toxic effect 
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from the vessels, the nodule differing from that of acute 
rheumatic disease only in the greater degree of necrosis. 
A, C. Lendrum 


19. ‘‘Iron-wire’’ Phliebitis. (La phlébite de 
fer’’) 

M. Favre. Presse médicale [Presse méd.| 61, 579-582, 
April 22, 1953. 8 figs., 3 refs. 


Writing from the Bacteriological Institute, Lyons, the 
author describes a phlebitic condition in which he found 
long tracts of the superficial veins of the leg transformed 
into hard, non-adherent, wire-like strands or cords. 
Generally, symptoms were negligible apart from some 
slight pain on walking. Four typical cases are described, 
in 3 of which the patient was suffering from pulmonary 
tuberculosis, while in the fourth there was con- 
comitant bronchiectasis. Nevertheless, the author 
does not believe that this venous condition is related to 
pulmonary infection. The macroscopic and histological 
appearances differed markedly from those found in 
varicose veins or in ordinary phlebitis, dilatation and 
tortuosity of the veins and inflammatory cells being 
absent; instead, there was an uneven thickening of the 
intima and an increase in bulk of the muscular tissue, 
both in its longitudinal and its circular fibres. In some 
sections the histological picture resembled that of a 
leiomyoma; no tubercles were found, and thrombosis 
was rarely encountered. 

[This interesting study deserves attention. Too little 
is known about the pathology of veins.] 

L. Michaelis 


20. Myocardial Changes in Pulmonary Embolism. 
pu) 

N. T. RAIKHLIN. Apxue JTamoaoeuu [Arkh. Patol.) 15, 
61-66, May-June, 1953. 15 refs. 


In a series of 12,062 necropsies performed in Moscow 
there were 45 cases of pulmonary embolism. The fatal 
major attack was often preceded by embolism in the 
smaller pulmonary vessels. The myocardium in such 
cases showed lesions in the stroma consisting of mucoid 
degeneration, with dissolution of collagen fibres and of the 
argyrophil membranes in certain areas. It is suggested 
that these changes are due to reflex disturbances in the 
coronary circulation. L. Crome 


21. Studies on the Aging Heart. The ‘‘ Normal ”’ 
Heart in Old Age: Study Based on an Analysis of Eight 
Hundred Autopsies 

H. Powtakorr and P. KAUFMAN. Archives of Internal 
Medicine [Arch. Intern. Med.] 91, 767-772, June, 1953. 
19 refs. 


From an analysis of the findings at 800 consecutive 
necropsies performed on patients over’60 years of age at 
the Goldwater Memorial Hospital, New York, it was 
found that 40 (5°%) were free from any detectable heart 
disease. The clinicad records of these 40 patients showed 
that in none had diminished cardiac reserve been diag- 
nosed. A systolic cardiac murmur was recorded in 10, 
and the electrocardiogram revealed auricular fibrillation 
in 5 and Grade-I heart block in one. Only 3 patients had 


mild hypertension, but in all 3 there were renal changes. 
Chest radiographs showed that the size of the heart was 
normal in all cases. Death in most of the cases was due 
to neoplasm or to cerebral accidents. Apart from the 
patients who died from cerebral accidents 6 others showed 
evidence of cerebral arteriosclerosis, and in 27 of the 
40 renal arteriosclerosis was present. 

[The discriminating physician can distinguish the 
‘*“normal”’ from the “ abnormal” heart in the ageing 
person.] D. W. Barritt 


22. Lymph Node Structure in Patients with Cancer of 
the Breast 

M. M. Brack, S. Kerpe, and F. D. Speer. American 
Journal of Pathology {Amer. J. Path] 29, 505-522, 
May-June, 1953. 6 figs., 12 refs. 


23. Changes in the Muscles of Patients with Carcinoma. 
(Modificazioni muscolari nei carcinomatosi) 

C. Prior. Rivista di anatomia patologica e di oncologia 
[Riv. Anat. patol.] 6, 659-684, Feb., 1953 [received July, 
1953]. 8 figs., bibliography. 


At the University Pathological Institute, Padua, 
blocks of striated muscle tissue were obtained as soon 
after death as possible from patients dying of carcinoma, 
care being observed to take the specimens from sites as 
far removed from the primary tumour and secondary 
deposits as possible. The tissues were fixed in 10% 
formalin and stained by a variety of techniques. Two 
main types of histological change were found, one of a 
regressive nature and the other proliferative. Most cases 
showed single fibres or small groups of fibres undergoing 
albuminoid degeneration, usually associated with the 
deposition of brown pigment. Some fibres showed fatty 
degeneration, but more frequently they were of a homo- 
geneous character, staining a yellowish colour with 
haematoxylin and eosin. An oedematous state was 
present in most cases; occasionally there were inter- 
vening clear spaces between the fibres, but more often 
these spaces were filled with some basophilic fibrillar 
material. The capillaries showed irregular margins, and 
swollen nuclei were seen in the cells of the endothelium. 
The nuclei of the sarcolemma were increased in number. 
The interstitial tissues showed small pockets of lympho- 
cytic or histiocytic infiltration, frequently with larger 
invasions containing a fine fibril network in which were 
entangled cells of varying character and type. The 
author discusses these changes and considers them to be 
the response to an alteration in vascular permeability 
caused by toxic products of the tumour. G. Calcutt 


24. Gemmangioma. (Gemmangiom) 
M. A.’ Massint. Oncologia [Oncologia (Basel)] 6, 
205-220, 1953. 3 figs., 35 refs. 


The name gemmangioma was introduced by Orsos 
in 1932 to describe a benign tumour of vascular origin 
consisting of capillary buds, only some of which contain 
a lumen, lying single (that is, not forming heaped-up 
cell masses) in a loose connective-tissue framework, the 
whole very much resembling granulation tissue without 
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inflammation. In this paper from the Pathological 
Department, University of Basle, the author describes 
4 cases in which there was evidence of transition to a 
more malignant form. The first patient, a woman of 47, 
had a typical gemmangioma removed from her thigh; 
2 years later a large recurrent mass was removed, 
histological examination of which showed a much more 
sarcomatous appearance. The second patient, a man 
aged 32, had a slightly undifferentiated gemmangioma 
removed from his thigh; over the next 9 years there were 
multiple recurrences, extending to the buttock after 
amputation of the leg, the histological picture becoming 
increasingly sarcomatous. In the 2 remaining cases the 
tumour appeared respectively in the omentum of a man 
of 61 years, and in the neck of a child of 7 months, in 
both cases showing typical sarcomatous cells. 

A review [interesting if not wholly relevant] of the 
various meanings of the terms angiosarcoma and endo- 
thelioma is appended. Bernard Lennox 


25. Focal Cirrhosis of the Liver: its Relation to the 
So-called Hamartoma (Adenoma, Benign Hepatoma) 

E. J. Benz and A. H. BAGGENSToss. Cancer [Cancer 
(N. Y.)] 6, 743-755, July, 1953. 19 figs., 42 refs. 


The authors studied 34 cases of solitary liver nodule— 
variously described as adenoma, benign hepatoma, 
hamartoma, solitary hyperplastic nodule, and focal 
cirrhosis—with a view to eliciting.information concerning 
the histogenesis and classification of this lesion, which is 
sometimes mistaken for a secondary tumour deposit at 
laparotomy. These cases were derived from the necropsy 
records of the Mayo Clinic covering the years 1922-51, 
and in most of them a specimen or the whole tumour was 
available for histological examination. 

Generalized hepatic cirrhosis was absent, but micro- 
scopical examination showed that the structure of the 
nodule resembled that of cirrhotic liver. The authors 
consider that focal cirrhosis may develop in an area 
where the blood supply or the arrangement of bile- 
ducts is aberrant. They discuss reasons for rejecting a 
neoplastic or hamartomatous theory of its origin, but 
they admit that their study has not-diminished the 
uncertainty regarding the histogenesis of the lesion. 

In addition 4 cases of primary hepatic-cell carcinoma 
occurring without generalized cirrhosis of the liver were 
examined, but a definite relationship between primary 
carcinoma and focal cirrhosis was not established. 

A. Wynn Williams 
. 


26. Posthepatitic Cirrhosis 

A. H. BAGGENsToss and M. H. STAUFFER. Proceedings 
of the Staff Meetings of the Mayo Clinic [Proc. Mayo 
Clin.] 28, 320-329, June 3, 1953. 3 figs., 20 refs. 


In this article from the Mayo Clinic are reported the 
findings in a study of 43 cases of fatal post-hepatitic 
cirrhosis of the liver. The main point of interest is the 
contrast, both clinical and pathological, made between 
post-hepatitic cirrhosis and cirrhosis due to abuse of 
alcohol. 

Clinically, fatal post-hepatitic cirrhosis occurs more 
often in younger patients (under 40 years) and in this 


series females predominated; also the duration of the 
disease is short, jaundice occurs early, and ascites 
develops only terminally. In alcoholic cirrhosis the 
clinical phenomena are the opposite. Pathologically 
the differences are also striking; the mean weight of 
the liver in a series of cases of alcoholic cirrhosis was 
practically double that in post-hepatitic cirrhosis. 
Histological changes are also generally very different, 
but in 7 of the 43 cases the changes were identical with 
those in Laennec’s cirrhosis. The principal causes of 
death among the 43 patients were hepatic insufficiency 
(81-4%) and haemorrhage (18-6%). It is noteworthy 
that rupture of oesophageal varices was much less com- 
mon in post-hepatitic than in alcoholic cirrhosis. 
[This is a useful contribution.] J. W. McNee 


27. Lesions of the Pancreas in Malignant Hyper- 
tension. Review of One Hundred Cases at Necropsy 

G. T. HRANILOVICH and A. H. BAGGENSToss. Archives 
of Pathology [Arch. Path. (Chicago)| 55, 43-456, June, 
1953. 3 figs., 39 refs. 


In an earlier study of the pancreas in uraemic patients 
(acinar dilatation) (Amer. J. Path., 1948, 24, 1003; 
Abstracts of World Medicine, 1949, 5, 682), one of the 
present authors noted a high incidence of parenchymal 
lesions in nephrosclerosis. An investigation carried 
out at the Mayo Clinic into pancreatic changes in 
malignant hypertension is reported, which showed a 
high incidence of arteriolar change in the pancreas, 
with focal ischaemic lesions (infarcts, focal necrosis, and 
focal atrophy). The authors discuss the possible in- 
fluence of cardiac failure and shock (especially myo- 
cardial infarction) on the production of parenchymal 
necrosis. They do not believe that arterial disease by 
itself plays any significant part in the production of 
generalized acute haemorrhagic pancreatitis. 

A. C. Lendrum 


28. An Autopsy Study of Latent Prostatic Cancer 

C. N. Epwarps, E. STEINTHORSSON, and D. NICHOLSON. 
Cancer [Cancer (N. Y.)] 6, 531-554, May, 1953. 55 figs., 
32 refs. 


“Latent prostatic carcinoma”’ is the term used by the 
authors for malignant growth confined to the prostate 
which has not given rise to clinical symptoms during life 
and which is not an aetiological factor in the death of the 
patient. 

Post-mortem examination of 254 male patients aged 
40 years or more at three hospitals in Winnipeg, Mani- 
toba, revealed malignant change in the prostate in 47, 
only 6 of whom had had symptoms of prostatic carcinoma 
before death. In the majority of cases the adenocar- . 
cinoma started from the peripheral prostatic tubules and 
was not infrequently multicentric. The changes were 
often associated with prostatic hypertrophy, but no 
causal relationship to inflammatory processes could be 
established. 

It would thus appear that the incidence of malignant 
change in the prostate is higher than the number of cases 
developing clinical manifestations of prostatic carcinoma 
would suggest. L. Michaelis 


Bacteriology 


29. The Culture of Poliomyelitis Virus in vitro in the 
Presence of Human Tonsillar Tissue. (Culture in vitro 
du virus de la poliomyélite en présence de tissu tonsil- 
laire humain) 

G. Barsk1, P. Lépine, V. Monaci, and G. DE BRION. 
Annales de l'Institut Pasteur [Ann. Inst. Pasteur] 84, 
825-840, May, 1953. 6 figs., 11 refs. 


At the Institut Pasteur, Paris, the authors have culti- 
vated several strains of poliomyelitis virus on human 
tonsillar tissue growing in roller tubes. Freshly isolated 
tonsillar tissue proved incapable of supporting growth of 
the virus, but after the tissue had been cultivated for 
10 to 15 days in a medium containing human placental 
serum, horse serum, serum ultrafiltrate, and chick- 
embryo extract, with antibiotics, it was transferred to 
a medium containing no human serum, and after 
48 hours in this second medium the tissue acquired the 
property of supporting multiplication of poliomyelitis 
virus to a degree dependent on the relative amounts of 
epithelial and fibroblastic outgrowth. Addition of virus 
was followed by the destruction of fibroblasts in 3 or 4 
days, and the virus showed a moderate increase in titre. 
Epithelial cells, however, were little affected, and cul- 
tures in which they predominated did not support 
appreciable growth of the virus. In mixed cultures 
considerable virus multiplication produced only slight 
inhibition of epithelial growth, but total destruction of 
fibroblasts. Fibroblasts derived from subcutaneous 
connective tissue were similarly affected. 

No correlation was found between the amount of 
specific antibodies in the tissue or medium and the 
growth of virus. M. H. Salaman 


30. Cultivation of Poliomyelitis Virus in Tissue Culture. 
VI. Methods for Quantity Production of Poliomyelitis 
Viruses in Cultures of Monkey Kidney 

L. N. FARRELL, W. Woop, A. E. FRANKLIN, F. T. 
SHIMADA, H. G. Macmorine, and A. J. RHODES. 
Canadian Journal of Public Health (Canad. J. publ. H1th] 
44, 273-280, Aug., 1953. 1 fig., 30 refs. 


31. The Propagation of Endamoeba histolytica in 
Tissue-bearing Culture without Accompanying Bacteria or 
Other Microorganisms 

J. G. SHAFFER, H. S. SIENKIEWICZ, and J. E. WASHINGTON. 
American Journal of Hygiene [Amer. J. Hyg.] 57, 366-379, 
May, 1953. 4 figs., 3 refs. 


The authors describe experiments carried out at the 
University of Louisville, Kentucky, on the growth of 
Entamoeba histolytica in the absence of any other micro- 
organisms in cultures of chick-embryo tissue suspended 
in a nutrient fluid consisting of equal parts of Hank’s 
balanced salt solution and normal horse serum, with 
the addition of an extract of crushed chick embryos, 
benzylpenicillin, and phenol red. From the results of 


these experiments the following conclusions are drawn : 
(1) E. histolytica grows better in the presence of tissues 
of older (12 to 14 days) than of younger chick embryos 
(5 to 9 days); embryos of 9 to 11 days are easier to 
handle, however, and were used in most of these 
experiments; (2) a suspension of liver tissue promotes 
better growth of the amoebae than suspensions of brain, 
muscle, or intestine; (3) various strains of E. histolytica 
differ in their ability to grow in chick-tissue substrate; 
(4) although the amoebae will grow in cultures incubated 
aerobically, their propagation is best when incubated at 
37° C. in the anaerobic jar; (5) the tissue constituents 
alone are not sufficient to promote growth of the amoebae, 
which require intact, living cells for their successful 
propagation; (6) the number of amoebae grown in 
cultures is correlated with the concentration of horse 
serum added to the medium; (7) it is possible to estab- 
lish propagating cultures with inocula containing only 
5 or 6 amoebae. 

When blocks of tissue from various organs of the 
chick embryo were suspended in the nutrient fluid, the 
amoebae actively penetrated into some of these tissues, 
especially the liver and to a lesser degree the heart muscle, 
but none were seen in other muscles or the brain. In the 
tissues invaded there was no evidence of cellular reaction 
around the amoebae or of any lytic action on the part 
of the latter. The invasion of chick embryonic tissues 
by the amoebae is clearly shown in the photomicro- 
graphs accompanying the article. 

It is emphasized that in the tissue cultures described no 
micro-organism other than E. histolytica was present. 

C. A. Hoare 
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32. A Study of the Reproduction of the Tubercle 
Bacillus 

E. M. BrieGer and A. M. GLauert. Tubercle [Tubercle 
(Lond.)] 34, 128-138, May, 1953. 22 figs., 25 refs. 


A study of the growth of avian tubercle bacilli is 
reported from Papworth Hospital and the Strangeways 
Research Laboratory, Cambridge. With the aid of the 
phase-contrast and electron microscopes the forma- 
tion of a true mycelium was demonstrated. On further 
incubation the mycelium broke up into short rods which 
developed into filaments. Small particles were associated 
with the mycelium and these appeared to germinate to 
form filaments. The mycelium was often non-acid-fast 
and, as it did not stain with methylene blue, it was best 
demonstrated by negative staining with nigrosin. 

After inoculation of a solid medium the rods in the 
inoculum grew into filaments which multiplied by binary 
fission. The filaments were partly non-acid-fast; later 
they broke up into acid-fast short rods. Electron 
micrographs suggested that the. young rods might be 
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preformed inside the filaments and thus be capable of 
sudden liberation. Acid-fast organisms were not found 
in cultures of extracts of infected tissues, although the 
extracts were infective for guinea-pigs. Electron micro- 
graphs revealed spherical elements of the size of the 
largest viruses in the extracts. Smaller particles visible 
in ultrafiltrates were not infective for guinea-pigs. 
D. G. ff. Edward 


33. Isoniazid-resistant Strains of Mycobacterium 
tuberculosis 

V. C. Barry, M. L. Conatty, and E. Gareney. Lancet 
[Lancet] 1, 978-979, May 16, 1953. 10 refs. 


34. Teepol in the Preparation of Sputum for Tubercle 
Culture 

P. BROWNING, K. M. Catver, and E. E. PATERSON. 
British Medical Journal (Brit. med. J.] 1, 1432, June 27, 
1953. 6 refs. 


35. The Bacterial Content of the Healthy Human 
Small Intestine 

J. GREGAN and N. J. Haywarp. British Medical 
Journal [Brit. med. J.) 1, 1356-1359, June 20, 1953. 
24 refs. 


The results are reported of an investigation at the 
University of Melbourne to determine the number and 
types of bacteria inhabiting the healthy human small 
intestine. 

Samples of the intestinal contents were taken, after 
a fast of 6 hours, from three regions of the small 
intestine of 14 women undergoing gynaecological opera- 
tions, but who were otherwise in good health. To obtain 
the samples, 2 ml. of sterile Ringer’s solution was injected 
into the bowel while it was digitally compressed 2:5 cm. 
above and below the injection site, the solution being 
sucked into and ejected from the syringe several times 
and a sample of the resulting diluted bowel contents 
then removed. As a guide in the identification of a true 
resident flora the large bowel was sampled by the same 
technique in 3 cases, and in 5 cases a sample was obtained 
from the mouth by gentle rinsing with 2 ml. of Ringer’s 
solution. The samples were plated on various media 
by a standard technique, the resulting micro-organisms 
identified, and the amount of growth assessed on an 
arbitrary scale ranging from -- and + to +++. The 
resident flora of the mouth and large intestine yielded 
growth which was never less than + + in degree; growth 
classed as + or + could therefore be interpreted as that 
of a transient flora and + + or ++ -+ growth as that of 
resident flora at the site sampled in the small intestine. 

Of the 14 samples taken from the upper jejunum, 
12 were sterile and 2 showed a transient flora. Of the 
14 mid-jejunum samples, 10 were sterile and 4 showed 
transient flora, the organisms found being Lactobacillus, 
various types of non-pathogenic streptococci, Candida 
albicans, Bacterium coli Type I, and Veillonella gazogenes. 
Of 14 samples from the lower ileum, 7 were sterile, and 
5 showed transient flora and 2 a resident flora. These 
included, in addition to the organisms mentioned above, 
Clostridium welchii, Streptococcus faecalis, Staphylo- 


coccus aureus, Bacterium aerogenes Type 1, and anaerobic 
Gram-negative bacilli. The faecal types of organism 
were found in the 2 cases with resident flora. 

The authors conclude that these results show that, 
contrary to what is usually believed, nearly the whole 
length of the small intestine is virtually sterile, at the 
most harbouring only a transient flora. The possibility 
of the existence of an antibacterial mechanism in the 
small intestine, distinct from that of the stomach, is 
briefly discussed. M. Lubran 


SEROLOGY AND IMMUNOLOGY 


36. Detection of Weak Rh Antibodies in Maternal 
Antenatal Sera. The Value of Enzyme-Treated Test 
Cells 

F. StRATTON. Lancet [Lancet] 1, 1169-1172, June 13, 
1953. 6 refs. 


A rapid slide technique for screening maternal sera for 
both incomplete and complete Rh antibodies is described 
in this paper from the Manchester Blood Transfusion 
Service. Erythrocytes treated with papain and an 
activator (L-cysteine hydrochloride) are used, the test 
being carried out on a microscope slide at room témpera- 
ture and the result, which is best read with a hand lens, 
being obtained in a matter of minutes. It is claimed 
that this test is very sensitive, detecting all Rh antibodies 
and other specific antibodies such as anti-Kell, anti- 
Lewis and anti-P, and giving false positive results in 
about 2°% of cases at room temperature. By repeating 
the positive tests at 37° C. against selected cells (including 
the patient’s own papainized cells) the false results may be 
excluded. Sera from 200 cases of Rh immunization 
and from over 1,000 Rh-positive persons have been 
examined by this method, which is intended to be used as 
a screening test. I. Dunsford 


37. The Serological Diagnosis of Human Brucellosis 
by the Estimation of Blocking Antibodies and by the 
Coombs Test. (Erfahrungen mit der serologischen 
Diagnose der menschlichen Brucellose durch den 
Blocking- und Coombs-Test) 

H. Fey and F. Buirxt. Schweizerische medizinische 
Wochenschrift [Schweiz. med. Wschr.] 83, 573-575, 
June 20, 1953. 13 refs. 


Specimens of serum from patients suspected on clinical 
grounds of suffering from brucellosis may on occasion 
show a marked prozone in agglutination tests against 
Brucella abortus, or they may even give a completely’ 
negative result although the diagnosis is correct. The 
authors, writing from the Veterinary Institute, Ziirich 
University, and the Serum Institute, Berne, recommend 
that such sera should always be tested for blocking 
antibody, either by a direct technique or by means of 
the Coombs test. 

In the first method Br. abortus which has been treated 
with a non-agglutinating serum is washed and mixed 
with a Br. abortus-agglutinating serum; if no agglutina- 
tion occurs, blocking antibody is present in the non- 
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agglutinating serum. In the second, blocking antibody 
is demonstrated when agglutination of Br. abortus treated 
with non-agglutinating serum occurs in the presence of 
anti-human-globulin serum. In 219 specimens of serum 
examined by the authors, blocking antibodies were 
demonstrated by one or other of these methods in 18 sera 
showing a prozone, and in 19 which had shown no 
agglutination in tests against Br. abortus. 
C. L. Oakley 


38. Serological Studies on Pollen Extracts. II. 
Demonstration by a Serological Method of the Specificity 
of the Antigen-mosaic of the Extracts of Six Grass Pollens. 
[In English] 

M. L. GosseLin, L. S. Mynors, R. R. A. Coomss, and 
F. H. Miner. Acta allergologica [Acta allerg. (Kbh.)| 
6, 96-102, 1953. 2 refs. 


An investigation was carried out at the University of 
Cambridge with the object of demonstrating the antigenic 
nature of six different grass pollens. Rabbits were 
inoculated with the pollens, and the antisera so produced 
were examined serologically by Boyden’s modification 
of the coated-particle technique. Direct agglutina- 
tion reactions revealed the presence of a common antigen 
in the six different grass-pollen extracts. However, 
when homologous agglutination was inhibited, a qualita- 
tively distinct antigen was demonstrated in each pollen 
extract. A. W. Frankland 


39. The Specificity of the Hemagglutinin Adsorption 
Technique in the Serologic Study of Tuberculosis 

W. L. Gasy, J. BLack, and A. Bonpl. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 67, 657-664, 
May, 1953. 5 refs. 


It is now generally recognized that the Middlebrook— 
Dubos haemagglutination reaction is not sufficiently 
specific to be of value in the diagnosis of human tuber- 
culosis. The authors claim that the number of non- 
specific positive reactions (that is, a titre of 1 in 2 or 
greater) can be much reduced by absorbing sera with 
erythrocytes sensitized with tuberculins derived trom 
non-pathogenic mycobacteria (such as Mycobacterium 
tuberculosis Strain H37Ra and B.C.G.) before determining 
their titres against erythrocytes sensitized with the tuber- 
culin of a virulent human strain. The numbers of posi- 
tive reactions given by unabsorbed sera of tuberculous 
patients, non-tuberculous patients, lepers, and B.C.G. 
vaccinated students were 60, 37, 3, and 15 respectively, 
whereas after absorption the respective numbers were 
59, 2, 0, and 4. G. G. Meynell 


40. Interference with Antitoxic Responses in Immunisa- 
tion with Combined Prophylactics 

M. Barr and M. LLEWELLYN-Jones. British Journal of 
Experimental Pathology (Brit. J. exp. Path.) 34, 233-240, 
June, 1953. 4 refs. 


In a previous paper (Brit. J. exp. Path., 1953, 34, 12; 
Abstracts of World Medicine, 1953, 14, 273) drawing 
attention to some drawbacks in the indiscriminate use 
of combined active prophylactic immunization pro- 
cedures the authors showed that where active immunity 
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to one antigen is in course of development, the effect of 
a second antigen may be seriously impaired if it is 
administered at the time when the secondary response to 
the first is taking place. In further experiments carried 
out at the Wellcome Research Laboratories, Beckenham, 
it was found that two doses of T.A.B.T. (a mixture of 
typhoid and paratyphoid A and B (T.A.B.) vaccine 
with tetanus toxoid), given 28 days apart to a large 
group of guinea-pigs, raised the mean serum antitoxin 
titre to 7-9 units per ml., whereas when a second group 
were given a dose of T.A.B. vaccine without toxoid 
28 days before the first dose of T.A.B.T., so that the first 
toxoid stimulus coincided with the second vaccine 
stimulus, the mean antitoxin titre rose to less than 1-5 unit 
per ml. Interference with tetanus antitoxin formation 
was also observed when animals which had been im- 
munized 6 months previously with 2 doses of diphtheria 


prophylactic were given two doses of combined diphtheria. 


and tetanus toxoids, the response to tetanus toxoid being 
much poorer than in animals not previously immunized 
against diphtheria. Similar interference occurred when 
the first injection was of combined toxoid and the second 
of tetanus toxoid alone, but not when the order of these 
injections was reversed. 

The authors emphasize the need for more quantitative 
studies of the effect which the spacing of injections of 
combined prophylactics has on the degree of immu- 
nity finally produced by each component. 

G. Payling Wright 


41. A Plate Technique for Complement-fixation Tests 
in Virus Diseases. Its Application to Viruses of the Cox- 
sackie Group. (Technique de la déviation du complément 
sur plaques dans les maladies 4 virus. Application aux 
virus du groupe Coxsackie) 

P. Léprne, V. Sauttrer, J. Detpy, and F. ArRtTZeT. 
Annales de l’Institut Pasteur [Ann. Inst. Pasteur] 84, 
684-694, April, 1953. 2 figs., 6 refs. 


In this paper from the Pasteur Institute, Paris, the 
authors describe in detail the technique of a complement- 
deviation test which is carried out on a “‘ perspex ”’ plate 
marked out in 144 squares numbered 1 to 12 horizontally 
and vertically in roman and arabic numerals respectively. 
The reagents are placed on these squares and it is possible 
to titrate 4 samples of serum simultaneously against 3 
strains of virus, and also to put up adequate controls, all 
on one plate. It is thus easy to compare, for instance, 
samples of early and late serum from the same patient at 
a glance. The authors used Coxsackie virus Types 1, 
2, and 3, and give a detailed description of the prepara- 
tion of the antigen, control sera, complement, and 
haemolytic system, and also the setting out of the tests. 
A section is devoted to special precautions which should 
be observed. The authors have also used antigens pre- 
pared from psittacosis, poliomyelitis, and influenza 
viruses, and they point out that the method is applicable 
to all viruses whether they are obtained from inocula- 
ted laboratory animals or chick embryos or from 
cultures in vitro. 

[This would appear to be a useful technique for 
workers in the field of virology.] R. F. Jennison 
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42. A New Spreading Factor: Dihydroxymaleic Acid. 
{In English] 

W. DAUBENMERKL. Acta pharmacologica et toxicologica 
[Acta pharmacol. (Kbh.)| 9, 1-10, 1953, 2 figs., 12 refs. 


The author has shown previously that a mixtur® of 
ascorbic acid and hydrogen peroxide in suitable concen- 
trations reduces the viscosity of hyaluronic acid in vitro 
and has an effect in vivo, both in animals and human 
subjects, similar to that of hyaluronidase. He has 
extended this study at the University of Copenhagen 
to determine the nature of the active substance. The 
persistence of the characteristic absorption band of 
ascorbic acid after the addition of hydrogen peroxide 
suggested that this might be due to dihydroxymaleic 
acid, which has the same absorption band. 

The effect of the subcutaneous injection of 1 ml. of a 
0:02 M oxygen-free solution of the sodium salt of di- 
hydroxymaleic acid, alone and after the addition of 
0-1 ml. of an 0-01 M ferrous sulphate solution, on the 
rate of subcutaneous infusion of saline was therefore 
studied in animals and in 10 human subjects, children as 
well as adults. In the animals it was found that the 
rate was increased, on the average, 4:9 times by the 
unmixed dihydroxymaleate and 9-7 times by dihydroxy- 
maleate with ferrous sulphate. In human subjects the 
injection of dihydroxymaleate with ferrous sulphate 
increased the rate of infusion, on the average, 4-7 times, 
and a transient burning sensation during injection in 
one case was the only toxic manifestation. 

{If these findings are confirmed, sodium dihydroxy- 
maleate may provide the readily available and reliable 
spreading agent needed not only for clinical purposes 
but also in the study of the chemistry of connective- 
tissue ground substance.] R. E. Tunbridge 


43. Effect of a New Quaternary Ammonium Compound 
(Darstine) on Gastric Secretion in Dogs 

J. D. McCartny, S. O. Evans, H. RAGINs, and L. R. 
Dracstept. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 108, 246-250, June, 1953. 
3 refs. 


44. Action of ‘‘ Banthine ’’ on Motility of the Small 
Intestine Studied by Rapid Method 

J. Nasio. Gastroenterology [Gastroenterology] 24, 208- 
221, June, 1953. 6 figs., 13 refs. 


At the Clemente Alvarez Hospital, Buenos Aires, the 
progress of a barium meal through the gastro-intestinal 
tract was followed radiographically in 20 patients, the 
region of the digestive tract reached by the head of the 
Opaque mass after 5, 15, and 30 minutes being noted. 
Seven days later the test was repeated in the same 
patients 30 to 40 minutes after the oral administration of 
150 to 200 mg. of “* banthine ’’ (methantheline). Com- 
parison of the results of the two tests (which are given in 
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tables) confirmed that banthine has a depressing effect 
on gastro-intestinal motility : for example, in the test 
without banthine, after 30 minutes the barium had 
reached the colon in all 20 subjects, whereas with ban- 
thine it had reached only the duodenum in 1, the jejunum 
in 6, the proximal ileum in 6, and the distal ileum in 7; 
in no case had it reached the colon. Derek R. Wood 


45. Acetylcholine and the Heart Beat 
J. H. Burn. Lancet [Lancet] 1, 1161-1164, June 13, 
1953. 2 figs., 12 refs. 


The author and his colleagues at the University of 
Oxford have studied the action of acetylcholine as a 
“local hormone” for several years; this paper sum- 
marizes their present views upon its function in the beat 
of cardiac muscle. Stimulation of the vagus nerve or 
injection of acetylcholine reduces the rate and force of 
the beat. However, when the isolated rabbit auricle 
has stopped beating under the influence of proguanil 
or has been allowed to beat itself to a standstill the 
addition of a small amount of acetylcholine stimulates 
contraction in the same way as it stimulates that of skeletal 
muscle. Larger amounts of acetylcholine exert the usual 
inhibitory effect. Choline acetylase, which effects the 
synthesis of acetylcholine, is present in auricles which 
have come to a standstill after 24 to 30 hours in much 
smaller quantities than in fresh auricles, but increases 
almost to normal when beating recommences on addition 
of acetylcholine. Since acetylcholine depresses the 
activity of choline acetylase in vitro, this may explain its 
usual action and that of stimulation of the vagus upon 
the heart. Low concentrations of eserine increase the 
amplitude and may at first increase, but then decrease, 
the rate of beat of the isolated rabbit auricle; higher 
concentrations first decrease the amplitude and then 
arrest the beat. As eserine reduces the rate of destruc- 
tion of acetylcholine by cholinesterase, its action on the 
heart affords further evidence of the part played by the 
local concentration of acetylcholine in cardiac contrac- 
tion. Eserine depresses the heart rate in the heart-lung 
preparation of the dog even if the vagus nerves have been 
cut 4 days previously. This shows that the rate is 
governed by the production of acetylcholine, which 
accumulates in the presence of eserine. The irregular 
activity of certain isolated auricle preparations is con- 
verted to a regular beat by eserine. 

All this evidence supports the theory that acetylcholine 
is produced locally in the heart muscle by the action of 
choline acetylase and initiates contraction when it reaches 
a threshold concentration. The acetylcholine is then 
destroyed by cholinesterase and the rate and force of 
beat depends upon the balance between the two enzyme 
systems. There is an optimum concentration of acetyl- 
choline for the maintenance of beat, and higher con- 


centrations depress the rate and force of contraction. — 


Quinidine is an antagonist of acetylcholine, raising the 
threshold concentration at which it becomes effective, 
and its action in restoring normal rhythm in auricular 
fibrillation may be explained as the result of this increase 
of threshold at the ectopic foci, the rate of discharge 
being slowed as more acetylcholine must accumulate 
at the focus to initiate contraction in the presence of 
quinidine. The activity of the sinus region of the heart 
is similar to that of cilia, which has been shown in nerve- 
free tissue to be controlled by the local production of 
acetylcholine. It is therefore possible that in the heart 
acetylcholine may also be produced in non-nervous 
tissue. L. G. Goodwin 


46. Effects of Hexamethonium on Normal Individuals 
in Relation to its Concentration in the Plasma 

B. Morrison and W. D. M. Paton. British Medical 
Journal (Brit. med. J.] 1, 1299-1305, June 13, 1953. 
8 figs., 14 refs. 


The action of hexamethonium bromide in healthy 
subjects was studied at the Postgraduate Medical School 
and the National Institute for Medical Research, London. 
Doses of 20 to 100 mg. of the drug in 10° solution were 
given subcutaneously to 16 such subjects, blood pressure 
being recorded in the erect, the sitting, and the recumbent 
positions. The average fall in the systolic pressure after 
the subject had stood for 30 seconds was 30°, with the 
subject in the sitting position it was 19-5, and in the 
recumbent position 9:5°%%. A similar fall in the diastolic 
pressure was observed in the erect position, but in the 
sitting and recumbent positions the fall was generally 
insignificant. Tachycardia occurred in 14 of the subjects: 
the 2 others appeared to be Very sensitive to the drug 
and manifested a type of vasovagal attack with brady- 
cardia. Subjective effects included giddiness, faintness, 
nausea, warmth in the feet, and dryness of the mouth. 


Objective effects included pallor of the face, conjunctival 


injection, drowsiness, and pupillary changes. 

Graphs of the plasma concentration of the drug, esti- 
mated in 8 subjects, showed a peak level within 30 
minutes. Calculations from these curves indicated that 
hexamethonium was evenly distributed through the 
extracellular fluid and was excreted by glomerular 
filtration. A plasma threshold value for hexamethonium 
of about 1 ug. per ml. was necessary before changes in 
blood pressure occurred. The maximum fall in blood 
pressure coincided within a few minutes with the peak 
plasma concentration, the pressure returning to the 
control value when the plasma concentration fell to 
about 2 yg. per ml. A plasma concentration of 2-5 to 
7°5 ug. per ml. was necessary to reduce the systolic blood 
pressure below 100 mm. Hg, at which level fainting usually 
occurred. There was a linear relationship between the 
plasma concentration and the effect on the blood pres- 
sure for each individual, but there was an eight fold 
variation in sensitivity between different subjects. 

Dryness of the mouth occurred at plasma levels between 
2 and 8 yg. per mi. An increase in pupil size and 
interference with light reaction and accommodation 
were noted, the threshold level for each being below 
8 yg. per ml., with a few exceptions, but the degree 
of involvement of these functions was different in each 
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individual. There was no interference with bladder or 
bowel function. 

The authors suggest that initial doses of hexa- 
methonium bromide in ambulant patients should not 
exceed 30 to 40 mg. subcutaneously, and that doses 
should not be increased too rapidly. Increments of not 
more than 25 to 50 mg. should be given according to the 
patient’s sensitivity. I. Ansell 


47. Clinical Trial of a New Oral Diuretic. 

A. G. SpeENcER and H. G. Lioyp-THomas. British 
Medical Journal [Brit. med. J.] 1, 957-960, May 2, 1953. 
1 fig., 6 refs. 


Observations made at University College Hospital, 
London, on the diuretic effect of 1-propyl-3-ethyl-6- 
aminouracil (** $.C.2614 a diuretic for oral administra- 
tion introduced by Kattus et al. (Amer. J. Med., 1952, 
12, 319; Abstracts of World Medicine, 1952, 12, 207), 
indicate that it is too toxic for general purposes, although 
the diuresis obtained compares favourably, in certain 
conditions, with that obtained with intramuscular 
mersalyl. 

In 10 tests on 9 normal male subjects 1:25 g. of 
S.C.2614 was given by mouth in several doses over a 
6-hour period. The figures for urinary excretion during 
the next 24 hours of water, sodium, chloride, and potas- 
sium, expressed as percentages of the excretion on a 
control day, were 161, 222, 227, and 136 respectively. 
In 19 of 22 tests on 10 patients with cardiac oedema but 
without chloride depletion S.C.2614, in the same 
dosage as above, again gave a satisfactory diuresis— 
equivalent to about 80% of the response of the same 
patients to 2 ml. of mersalyl. 

In 8 patients with heart failure without oedema, and in 
2 others with oedema but with sodium depletion, success- 
ful diuresis was not obtained with S.C.2614. The 
results of 13 tests on 8 patients with renal oedema were 
equivocal, since 4 of the 6 successful responses occurred 
in a patient with chronic nephritis whose oedema may 
have arisen, at least in part, from complicating congestive 
heart failure. : 

Toxic effects, although not serious, were sufficiently 
common to be a serious disadvantage. Gastro-intestinal 
disturbances occurred in 23% of the subjects tested, 2 
complained of tinnitus, and one of urticaria. The drug 
also appeared to increase the protein loss in patients with 
gross albuminuria. 

It is concluded that further clinical trial of S.C.2614 is 
not justified, but that the study of other aminouracil 
derivatives may be profitable in the search for a safe, 
non-toxic, effective diuretic suitable for routine oral 
administration. Adrian V. Adams 


48. A New Group of Potent Sedatives 

H. WEIDMANN and P. V. PETERSEN. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.} 
108, 201-216, June, 1953. 27 refs. 


A series of 37 compounds, in the majority closely 
related to the antihistamine “ benadryl’ [diphen- 
hydramine hydrochloride], has been studied for sedative, 
convulsant, spasmolytic, and toxic properties in mice. 
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A correlation of structure with pharmacologic activity 
has been attempted. Qualitatively, as far as the present 
investigations are concerned, these compounds resemble 
benadryl in pharmacological action. Quantitatively, 
with regard to sedation, some of these preparations, 
especially the higher alkylated alkylmercapto-benzo- 
hydryl ethers and thioethers were found to be two to 
four times as potent as “‘ phenergan”’ [promethazine 
hydrochloride], the median sedative dose of which was 
determined as 23-4 mg./kg. intraperitoneally.—[Authors’ 
summary. ] 


49. Some Observations Concerning the Mode of Action 
of the Antihistaminic Drug ‘‘ Lergigan ’’ (N(«-Methyl-f- 
dimethyl Amino-ethyl) Phenothiazine Hydrochloride) in 
Motion Sickness 

B. E. GeRNANDT and C. G. ScHMITERLOW. British 
Journal of Pharmacology and Chemotherapy [Brit. J. 
Pharmacol.] 8, 181-186, June, 1953. 8 figs., 18 refs. 


Little is known of the mode of action of substances 
found to be useful in preventing or treating motion sick- 
ness. Their antihistaminic action per se cannot be 
responsible, since many antihistamine drugs confer no 
protection against motion sickness. Other suggested 
mechanisms have been an anticholinergic action, central 
or peripheral, as well as the obvious sedative action of 
most motion-sickness remedies. 

It is well known that in motion sickness the blood pres- 
sure often falls, and as a similar hypotension occurs on 
labyrinthine ‘stimulation the authors, working at the 
School of Medicine, Gothenburg, Sweden, studied the 
action of “lergigan’’, atropine, acetylcholine, and 
histamine on the hypotension induced in anaesthetized 
and curarized cats by electrical stimulation of the 8th 
cranial nerve. In a dose of 2 mg. per kg. body weight 
lergigan prevented the development of this induced 
hypotension and completely abolished the effect of 
histamine, while the effect of acetylcholine, though not 
abolished, was markedly impaired. To confirm that the 
effect of lergigan was not due to its antihistaminic action, 
the experiment was repeated with atropine; again the 
induced hypotension was prevented, but the effect of 
histamine was not altered by the small dose (0-3 mg. per 
kg.) of atropine used. From this the authors conclude 
that it is not the antihistaminic property of lergigan 
which is responsible for its inhibition of the effect of 8th 
nerve stimulation. 

In further studies of the effect of lergigan on other auto- 
nomic reflexes and on gastric motility it was shown that 
lergigan did not alter the reflex hypertension which 
follows carotid occlusion, nor did it prevent the effects 
of stimulation of the sinus nerve or of the central end of 
the superior laryngeal nerve in the cat, or of the depressor 
nerve in the rabbit. It would appear from these findings 
that lergigan does not inhibit central autonomic reflexes. 
In a search for evidence of a peripheral action of lergigan 
it was found that the drug abolished the fall of blood 
pressure due to stimulation of the peripheral end of the 
cut vagus nerve, and reduced the contractions of the 
stomach caused by vagal stimulation. The authors 
suggest that this peripheral anti-acetylcholine effect, by 
causing peripheral vagal blockade, would explain the 


action of lergigan (and atropine) in preventing the hypo- 
tension due to 8th nerve stimulation. 

It is concluded that the beneficial action of lergigan 
and some other antihistamine drugs in motion sickness is 
due to their peripheral atropine-like action in blocking 
vagally-induced hypotension and increased gastric 
motility; such antihistamines are not strictly specific, 
as they antagonize acetylcholine as well as histamine. 
It is probable, also, that a central sedative action plays 
some part in the therapeutic effect of the drugs. 

Derek R. Wood 


50. The Evaluation of ‘* Mysoline ’’—a New Anti- 
convulsant Drug 

J. Y. BoGue and H. C. CARRINGTON. British Journal of 
Pharmacology and Chemotherapy (Brit. J. Pharmacol.] 8, 
230-236, June, 1953. 2 figs., 8 refs. 


The new anticonvulsant drug, “ mysoline ’’ (5-ethyl- 
5-phenylhexahydropy-rimidine-4 : 6-dione), is chemically 
allied to phenobarbitone. The results of a clinical trial 
of the drug in epilepsy were reported by Handley and 
Stewart (Lancet, 1952, 1, 742; Abstracts of World 
Medicine, 1952, 12, 166). In the present study its 
anticonvulsant action was compared with that of other 
common anticonvulsants against seizures induced by 
electric shock or by leptazol in rats. The electric-shock 
method allowed comparative evaluation of anticonvulsant 
activity to be made at intervals up to 72 hours after 
administration. 

After a single oral dose of 5 mg. of mysoline per kg. 
body weight the tonic extensor component of the elec- 
trical seizures was abolished in 6 out of 10 rats, and 
in 9 out of 10 when the dose was increased to 10 mg. 
per kg., the effect being maximal 3 to 6 hours after 
administration and persisting up to 12 hours. Of the 
other anticonvulsants tested for comparison, pheno- 
barbitone was slightly less active, and phenytoin, methoin, 
troxidone, and phenylacetylurea were much less effective. 
Against seizures produced by the injection of leptazol, 
phenobarbitone was the most active compound. Myso- 
line, in doses of 10 or 20 mg. per kg. body weight, was 
only slightly more active than the other substances 
tested (except phenytoin, which was virtually inactive). 
Seizures were prevented in 50% of rats by a dose of 
20 mg. of mysoline per kg. body weight and a dose of 
200 mg. per kg. gave complete protection. 

The toxicity of mysoline was found to be remarkably 
low. For a single dose, the LDso for mice was 600 to 
800 mg. per kg. body weight, and for rats was 1-5 to 2 g. 
per kg. Doses of 125 mg., 250 mg., or 500 mg. per kg. 
daily for 4 weeks produced ataxia in all groups, which, 
curiously, disappeared in the group given 250 mg. 
on continued administration. Histological examination 
showed some morphological changes in the kidneys and 
thyroid gland of rats given 100 mg. or more per kg. 
daily for 9 weeks. When the dose required to produce 
signs of neurotoxicity (250 mg. per kg.) is related to the 
dose protecting 50% of rats against electrically induced 
convulsions (5 mg. per kg.) the therapeutic ratio of 
mysoline is seen to be 50: 1. The findings in this study 
are compared with those in the clinical trial in epileptics 
referred to above. Derek R. Wood 
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51. Effect of Benzimidazole on Experimental Polio- 
myelitis in Mice and Monkeys 

G. C. Brown, D. E. Craic, and A. KANDEL. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)| 83, 408-411, 
June, 1953. 1 fig., 13 refs. 


This study was undertaken at the University of 
Michigan, Ann Arbor, to explore the possible antiviral 
effect of benzimidazole in poliomyelitic infection in 
mice and monkeys. This substance is known to affect 
the metabolic activity of certain bacteria and viruses by 
inhibiting nucleic acid synthesis, and has been shown 
by the authors to suppress the growth of potemyeite 
virus in tissue culture. 

Groups of mice inoculated with varying dilutions of 
the Lansing strain of poliomyelitis virus were compared 
with similar groups which received in addition 250 mg. 
of benzimidazole per kg. body weight subcutaneously. 
There was a very slight but statistically significant decrease 
in mortality in the treated group when the 10-4 dilution 
of virus was used. In other groups, inoculated with 
the MEF-1 strain of virus, mortality in the benzimidazole- 
treated group was greater than in the control group, the 
drug apparently actually enhancing the animals’ suscepti- 
bility to poliomyelitis. The drug had no effect upon the 
course of poliomyelitis in monkeys infected with the 
Mahoney strain of Type-1 virus. 

In discussing these admittedly meagre results the 
authors point out that in all groups receiving benzimida- 
zole the incubation period of the disease was prolonged, 
possibly because the drug had reduced the availability 
of some metabolite essential for growth of the virus, 
and they suggest that investigation of this general class 
of compound offers a reasonable approach to the chemo- 
therapy of poliomyelitis. D. Geraint James 


52. Electron-microscopical Studies of the Effect of 
Isoniazid on the Tubercle Bacillus. (Elektronenmikro- 
skopische Untersuchungen iiber die Wirkung von INH 
(Rimifon) auf die Tuberkelbazillen) 

H. BRAUNSTEINER, F. Muiczocu, and W. ZISCHKA. 
Schweizerische Zeitschrift fiir Tuberkulose (Schweiz. Z. 
Tuberk.) 10, 91-98, 1953. 11 figs., 8 refs. 


Electron-microscopical examination of cultures of 
bovine tubercle bacilli incubated with isoniazid in a con- 
centration of 2 mg. per ml., made at the Pathological 
Institute, University of Vienna, gave the following 
results. (1) After 6 hours’ exposure to isoniazid most 
of the bacilli appeared normal, but some 10°% of them 
showed changes similar to those characteristic of 12 
hours’ exposure. (2) After 12 hours’ exposure almost 
all the organisms showed gross changes, such as increase 
in length.or breadth, irregular distribution, increased 
osmophilia, and the development of clear peripheral 
zones, probably due to protoplasmic retraction. In 


many the surface, normally clean and free from attached 
particles, showed numerous small attached fragments 
of protein and broken-down bacteria; some showed 
fatty droplets. With further degenerative change the 
clear zone became extended until the organism was con- 
verted into an empty membrane or “ ghost ”’, which in 
many cases was collapsed. Some of the organisms, how- 
ever, still remained viable. (3) After 24 hours’ exposure 
most of the bacteria were reduced to detritus and showed 
only a slight resemblance to the normal organism. No 
viable organisms remained. C. L. Oakley 


53. In vitro and in vivo Activity of Streptomycin and 
Isoniazid Singly and in Combination 

G. L. Hospy, T. F. LENerT, Z. C. Rrvorre, M. DONIKIAN, 
and D. PiKuLa. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 67, 808-827, June, 1953. 2 figs., 
20 refs. 


The use of streptomycin combined with para-amino- 
salicylic acid (PAS) in the treatment of tuberculosis has 
proved the value of such combinations, especially in 
preventing the emergence of resistant strains of organisms. 
In this paper the authors describe experiments carried 
out both in vitro and in vivo at the Pfizer Research 
Laboratories, Brooklyn, New York, to test the possible 
value of the combined use of isoniazid and streptomycin, 
the compounds used being crystalline isoniazid with 
streptomycin sulphate, and “* streptohydrazid ”’ (strepto- 
mycylidene isonicotinyl hydrazide), a new compound 
of the two substances in molecular proportions (1 g. of 
streptomycin and 236 mg. of isoniazid). In solution, 
hydrolysis to the constituent substances occurs; in 
50% aqueous solution, 95% is unhydrolysed, but in 
0:001% solution only 2% is unhydrolysed. In pre- 
liminary experiments isoniazid was found to be highly 
active in vitro against strains of human and bovine 
Mycobacterium tuberculosis which were either resistant 
or sensitive to streptomycin or to viomycin. The com- 
pound streptomycylidene isonicotinyl hydrazide (S.1.H.) 
was actively bacteriostatic against Myco. tuberculosis 
in vitro, the amount required being generally equal to 
that of the equivalent weight of streptomycin necessary 
for inhibiting growth, except in the case of streptomycin- 
resistant strains. The compound was clearly effective, 
and no evidence of antagonism between the two con- 
stituents was noted. Only with quite high concentra- 
tions (1 to 10 wg. per ml.), however, was there evidence 
of synergism in bactericidal action between isoniazid and 
streptomycin. 

The rate of emergence of resistant strains of Myco. 
butyricum and Myco. ranae was less in the presence of 
S.I.H. than of either drug alone, a 100-fold increase in 
resistance occurring after 9 to 16 transfers with S.I.H., 
after 4 or 5 transfers with streptomycin, and after 5 or 
6 transfers with isoniazid. From these preliminary 
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experiments it seems that a second-stage rapid develop- 
ment in resistance may occur sooner with streptomycin 
than with isoniazid. Four strains of human Myco. 
tuberculosis were also tested in vitro. Resistance to 
S.I.H. developed more slowly or not at all, irrespective of 
whether the strain was resistant or susceptible to either or 
both constituents at the outset. Whether or not resistance 
to isoniazid or to streptomycin develops more slowly 
on exposure to S.I.H. in strains resistant to the other 
component is uncertain, but neither compound is 
capable of preventing the ultimate emergence of cross- 
resistance. 

The demonstration of synergism in vivo is less easy, 
since each substance is quite effective alone in low doses. 
In experimental infections in mice and guinea-pigs 
synergism was shown only when adequate doses were 
given. Administration of S.I.H. containing minimally 
effective doses of isoniazid together with sub-effective 
doses of streptomycin were no more effective than 
equivalent doses of streptomycin alone. In another 
experiment in mice neither substance singly, nor a com- 
bination of them, was able to eliminate the organism 
completely. Viable bacilli were present in some or all 
of the animals which survived to 51 or 58 days. The 
emergence of resistance to either constituent was delayed, 
but not prevented, when the compound §S.I.H. was 
used, and strains made resistant to the compound were 
resistant to each constituent. The possibility of this 
arising from a double mutation owing to the presence of 
small amounts of the unhydrolysed compound is un- 
likely, since cross-resistance also developed in animals 
given a mechanical mixture of the two substances. 

(A warning is given that all strains of human Myco. 
tuberculosis may not behave similarly. In this paper 
synergism is used to mean that the effect of two agents 
acting together is greater than that due to the same 
quantity of each agent alone.) Derek R. Wood 


ANTIBIOTICS 


54. Comparison of Results of Treatment of Pneumo- 
coccic Infections in Mice with Multiple Doses of Aureo- 
mycin and Penicillin Combined Compared with Each Drug 
Alone 

M. H. Lepper, G. G. JACKSON, H. F. DOWLING, and 
J. Seto. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 225, 648-656, June, 1953. 4 figs., 
11 refs. 


In a previous paper (Amer. J. med. Sci., 1953, 225, 
525; Abstracts of World Medicine, 1953, 14, 455) the 
authors reported that the therapeutic results of a single 
dose of a combination of aureomycin and penicillin in 
pneumococcal infections in mice were sometimes better 
and sometimes worse than, or equal to, those obtained 
with penicillin alone. The additive or antagonistic 
effect depended upon the effectiveness of each drug and 
the time relationship of each to the other. In the present 
paper they show that these two drugs may also be anta- 
gonistic or additive when given in multiple doses. The 
procedure followed was essentially as before, except that 


the drugs were given in multiple doses. In 9 experiments 
both drugs were given 4-hourly for 10 injections, in 
11 experiments aureomycin was given only once and 
pencillin daily for 3 days, while in all other experiments 
both drugs were given daily for 3 days. Variations in 
the time of inoculation with the pneumococci and of the 
injections of each drug were also introduced, 112 experi- 
ments in all being performed. The results of all the 
experiments were evaluated statistically. 

By tabulating the results in terms of the ratio of the 
dose of penicillin to that of aureomycin, those showing 
addition and those showing antagonism could be 
separated. When aureomycin was given 4 hours before 
penicillin, antagonism occurred in 4%, 48%, and 0% 
respectively of the low-, medium-, and high-ratio groups. 
Addition occurred in 35% of the low-ratio group, 
but not at all in the other two. When the drugs 
were given concurrently, there was 57°%% addition and no 
antagonism in the low-ratio group, 14% addition and 
29% antagonism in the intermediate group, and no addi- 
tion but 37% antagonism in the high-ratio group. If 
therapeutic efficacy rather than dose was considered then 
the separation was clearer still. For this the ratio of 
the mean number of days of surviyal of mice treated with 
aureomycin to that of those treated with penicillin was 
taken. When this ratio was low (between 0-0 and 0-9) 
only antagonism occurred, but as the ratio increased 
(over 0-7) antagonism disappeared and addition occurred 
in up to 90% of experiments. | Only when the protective 
value of the the dose of penicillin was significantly greater 
than that of the dose of aureomycin was antagonism 
observed; when the dose of aureomycin was the more 
effective then either no effect or addition was found; 
and when doses were equally (whether strongly or 
slightly) effective, then marked addition occurred. 

The authors consider that little can be surmised about 
the nature of the antagonism. It occurred only when the 
dose of aureomycin was ineffective and that of penicillin 
was effective, but not when both were ineffective. 
However, an effective dose of aureomycin supplemented 
the effect of all doses of penicillin. | Nor can the exact 
clinical significance of the antagonism be evaluated. 
The authors conclude that a single antibiotic may be 
used as successfully as any combination in most infec- 
tions, but if combinations are tried then one combining 
a bacteriostatic drug with a bactericidal drug may be 
best, and the maximum practicable doses should be used. 

Malcolm Woodbine 


55. Comparison of Serum Levels following the 
Administration of Oral and Parenteral Preparations of 
Penicillin to Infants and Children of Various Age Groups 
N. N. Huanc and R. H. HIGH. Journal of Pediatrics 
[J. Pediat.] 42, 657-668, June, 1953. 8 figs., 10 refs. 


In a study carried out at the Temple University School 
of Medicine and St. Christopher’s Hospital for Children, 
Philadelphia, potassium benzylpenicillin and procaine 
penicillin were administered both by mouth and intra- 
muscularly to 4 groups of infants and children, and the 
absorption of the two drugs, as reflected in the serum 
level, was compared. The 4 groups were composed as 
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follows : (1) “ normal’ premature infants; (2) normal 
full-term newborn infants; (3) infants aged from 
2 weeks to 2 years: and (4) children aged from 2 to 
13 years. None of them had evident renal or cardiac 
disease. A single test dose of 10,000 units per lb. 
(22,000 units per kg.) body weight was given of each 
preparation of penicillin and by each mode of admin- 
istration, making 4 administrations for every child. 
Penicillin assay of the serum was performed by a 
modified Rammelkamp serial-dilution method. 

Assay showed distinctly higher and more sustained 
levels in the first two age groups—premature and full- 
term newborn infants—than in the older infants and 
children for both preparations of penicillin, whether 
administration was by mouth or by intramuscular 
injection. Details of the results are given in tables and 
graphs, and the differences are discussed and explana- 
tions offered. Suggestions are made as to dosage 
schedules for use in connexion with oral administration 
of penicillin in infections occurring in the neonatal period 
and also in older infants and children. 


Charles McNeil 


56. Incidence of Black Tongue in Antibiotic Treatment 
W. Tomaszewski. British Medical Journal [Brit. Med. 
J.J1, 1249-1251, June 6, 1953. 26 refs. 


An account is given of 41 cases of black tongue arising 
during systemic or local treatment with aureomycin, 
chloramphenicol, or penicillin at the Royat Infirmary, 
Edinburgh. (In a short addendum to the paper are 
reported 2 cases occurring after the oral application of 
oxytetracycline (“terramycin™) drops in 4 healthy 
volunteers.) Discoloration of the tongue occurred in 
about 10% of all cases treated systemically and in about 
40°%% of those receiving oral application of the anti- 
biotics. In addition 16 cases of idiopathic black tongue 
were examined. 
special types of bacteria or fungi are of significance in 
the aetiology of this condition. 

Good results were obtained in 5 cases of the idiopathic 
variety treated with aureomycin lozenges and in one 
with penicillin lozenges. A. W. H. Foxell 


57. A Comparison of the Sensitivity of Pseudomonas 
aeruginosa to Various Antibiotics 

E. M. Yow and E. S. Townsenp. Antibiotics and 
Chemotherapy {Antibiot. and Chemother.] 3, 709-717, 
July, 1953. 7 figs., 4 refs. 


One hundred strains of Pseudomonas aeruginosa 
isolated from patients with various types of infection 
were tested at the Jefferson Davis Hospital (Baylor 
University), Houston, Texas, for sensitivity to penicillin, 
streptomycin, aureomycin, oxytetracycline (** terra- 
mycin”), chloramphenicol, neomycin, bacitracin, and 
polymyxin B. All strains were tested by the disk 
method and half the strains were also tested by a test- 
tube dilution method. 

By both methods polymyxin B was found to inhibit 
all strains of Ps. aeruginosa. In the tube-dilution method 
all strains were inhibited by 7:8 yg. per ml., 90% of 
strains by 3-9 yg. per ml., and 17% by 0-5 ug. per ml. 


No evidence was found that any - 
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Oxytetracycline, neomycin, and streptomycin were less 
consistently inhibitory. None of the strains was sen- 
sitive to penicillin or bacitracin, and only a few were 
sensitive to relatively high concentrations of aureomycin 
and chloramphenicol. The results obtained by the disk 
method compared only qualitatively with those deter- 
mined by the tube-dilution method. The closest correla- 
tion between the two methods was obtained when inter- 
mediate concentrations of antibiotic were employed and 
the results read at 48 rather than at 24 hours. The most 
misleading readings were those at 24 hours by the disk 
method with chloramphenicol and oxytetracycline. 


A. W. H. Foxell 


58. Sensitivity Studies on Shigella sonnei 
G. B. Forses. British Medical Journal (Brit. med. J.] 
1, 1139-1141, May 23, 1953. 1 fig., 12 refs. 


At the Pathological Laboratory of the Kent and 
Canterbury Hospital the sensitivity to antibiotics of 
17 strains of Shigella sonnei was investigated in vitro and 
in vivo. All strains were sensitive in vitro to strepto- 
mycin, chloramphenicol, aureomycin and “ terramycin ” 
(oxytetracycline). With prolonged incubation the con- 
centration necessary to achieve inhibition of growth was 
increased, being about double after 42 hours that which 
had sufficed up to 12 hours, except in the case of 
aureomycin, which is unstable at 37° C. and which 
required an eightfold increase. | With an incubation 
period of 12 hours aureomycin was found to be the most 
effective antibiotic, 16 of the 17 strains being inhibited 
by a concentration of 1 jg. per ml. or less, but no strain 
required a higher concentration than 8 yg. per ml. of 
any of the antibiotics tested. Bactericidal properties 
were tested by preparing a faecal suspension of each of 
the strains to which one antibiotic at a time was added. 
In this test streptomycin was found to be the most effec- 
tive, killing all organisms in less than 5 hours in a con- 
centration of 10g. per ml.; in a concentration of 500 yg. 
per ml. no organisms survived longer than 1 hour. 
Identical results were achieved with oxytetracycline and 
aureomycin, but chloramphenicol proved to be far less 
effective. Resistance, however, developed more rapidly 
in strains exposed to streptomycin and chloramphenicol 
than in those subcultured in media containing aureo- 
mycin and oxytetracycline. 

In the clinical trials carried out on 16 acute cases of 
Sonne dysentery and on one carrier, only streptomycin 
has been used in enough cases to warrant an assessment 
so far. In a dose of 0-5 g. twice daily for 2 or 3 days, 
given by mouth mixed with a flavouring agent, strepto- 
mycin proved to be highly effective. In all 16 acute 
cases Clinical cure was achieved in 24 hours, and bacterio- 
logically the stools were rendered negative in all but 
one case, the stools becoming negative in this case after 
the 6th day; there were no relapses. Two further 
cases which had previously been treated with sulphon- 
amides, and one case in relapse which had been treated 
with aureomycin, were cured with streptomycin within 
48 hours. In the carrier the stools became negative for 
Sh. sonnei after 2 days’ treatment, and remained so on 
subsequent examinations. R. Salm 
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59. Local Injection of Hydrocortisone and Cortisone 
into Skin Lesions of Sarcoidosis 

R. D. SuLiivAN, R. L. Maycock, R. Jones, and 
H. BEERMAN. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.] 152, 308-312, May 23, 1953. 
3 figs., 11 refs. 


In an attempt to demonstrate the action of hydro- 
cortisone and cortisone on the skin lesions of sarcoidosis 
5 patients at the Hospital of the University of Penn- 
sylvania with histologically proven sarcoidosis of 2 to 
11 years’ duration received local injections of these 
substances in close proximity to cutaneous sarcoid 
lesions. Injection of 2:5 mg. of hydrocortisone into 
18 lesions resulted in initial regression in 3 to 7 days 
and complete or nearly complete resolution in 14 days. 
In 3 patients 10 lesions recurred within 4 to 7 weeks 
of the injection, but they were one-third smaller than 
before treatment. In 2 patients in whom 5 lesions were 
treated there was no evidence of recurrence 4 to 14 weeks 
later, at which time administration of cortisone by mouth 
was begun. 

Examination of biopsy specimens of the treated lesions 
7 days after the infiltration revealed typical sarcoid 
granulomata; examination 14 days after the treatment 
showed no residuum of the sarcoid lesions. The most 
striking histological finding was the presence in the 
corium of basophilic granular material, subsequently 
shown to be hydrocortisone acetate, around which there 
was no cellular reaction. 

Injection of cortisone resulted in a similar but less 
striking regression of the lesions. There was no change 
in skin lesions not subjected to local infiltration of hydro- 
cortisone or cortisone, and less concentrated preparations 
resulted in less complete resolution. 

After this part of the investigation was completed, 
4 patients were given 25 mg. of cortisone by mouth 4 
times daily for 6 weeks. In 1 to 2 weeks the skin lesions 
began to diminish in size until at 4 to 6 weeks resolution 
was about two-thirds complete. Two weeks after ces- 
sation of treatment all the lesions began to relapse, 
and in 3 of the 4 patients numerous new lesions appeared ; 
this was considered to be a “* rebound * phenomenon. 

It is concluded that in selected cases local administra- 
tion of hydrocortisone may influence the course of 
cutaneous sarcoidosis. D. W. Barritt 


60. Treatment of Oxyuriasis with Diphenan 
L. M. Dowsetr and A. E. Brown. Lancet [Lancet] 1, 
1070-1072, May 30, 1953. 14 refs. + 


The treatment of threadworms in both children and 
adults can be one of the most exasperating and humilia- 
‘ing tasks which a clinician may be called upon to tackle. 
in the absence of a specific and effective vermicide it has 
‘ong been taught that the secret of clearance is personal 
hygiene, a sound, well-balanced diet, freedom from 
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intestinal catarrh, and avoidance of re-infection by 
scrupulous attention to personal hygiene. 

Recently, however, diphenan (p-benzyl-phenyl-carba- 
mate) has enjoyed great popularity, but it would appear 
from the results of the present investigation that its 
efficacy is open to doubt. Of 174 infested children in 
Norfolk schools who were treated with diphenan in 
doses far in excess of the normal for 10 days, only 35 
(20%) appeared to have been cured, in 77 (44%) the 
infestation was lighter after treatment, and in the 
remaining 62 (36%) it was unchanged or heavier than 
before. G. F. Walker 


VIRUS INFECTIONS 


61. The 1950 Epidemic of Poliomyelitis in Copen- 
hagen. (Poliomyelitisepidemien i Kobenhavn 1950) 

R. BJERGLUND and H. O. BANG. Ugeskrift for Lager 
[Ugeskr. Leg.] 115, 879-884, June 4, 1953. 4 figs., 
11 refs. 


The authors analyse the findings in 1,494 patients 
admitted to the Blegdam Hospital for Infectious Diseases, 
Copenhagen, between June and December, 1950, with a 
diagnosis of poliomyelitis or suspected poliomyelitis. 
Of this total, 26 proved to have pyogenic meningitis, 
28 lymphocytic meningitis secondary to epidemic 
parotitis or some other recognized cause, and 591 were 
classified as misdiagnosed, the most common final 
diagnoses being acute tonsillitis, rhino-pharyngitis, 
pneumonia, and “ pyrexia of unknown origin ’’, in that 
order. The cases of poliomyelitis (and similar diseases) 
totalled 901, including 44 cases admitted with a different 
diagnosis and 8 cases admitted during the first half of 
1950. Of these, 110 were paralytic, 636 were aparalytic 
but with characteristic changes in the cerebrospinal fluid, 
while 136 patients with transient fever and meningeal 
signs but no specific changes in the cerebrospinal fluid 
were classified as ‘under observation for poliomye- 
litis *’, and 19 cases were diagnosed as of polyradiculitis 
(Guillain-Barré syndrome). Omitting the last two 
groups, this gives an incidence of 15°%% of paralytic cases 
which, as the authors point out, leaves out of account 
the many aparalytic cases treated at home. The 
majority of the patients were in the younger age groups, 
there being a marked falling-off in incidence after the 
age of 20 and only isolated cases occurring after 40. 
There were no appreciable sex differences. The patients 
in the older age groups showed a higher incidence 
of pareses, and this was also reflected in the mortality 
figures. Among the paralytic cases the total mortality 
was 16%, being nil for patients under 15, 18°% between 15 
and 24, 25% between 25 and 34, 43% between 35 and 44, 
and 100% (2 cases) in patients over 45. Cases requiring 
treatment in respirators numbered 18, all but 2 being 
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fatal. The percentage of pareses occurring in pregnant 
women was significantly higher than in non-pregnant 
women of the child-bearing age. The epidemic reached 
its height during September, with a sharp rise and fall in 
the preceding and following months. Of the 19 cases 
of polyradiculitis included in this survey, 15 occurred 
during the poliomyelitis epidemic, suggesting that there 
may be some relation between the two diseases. These 
cases were evenly distributed among all age groups, and 
the mortality was 32% (6 deaths). H. F. Reichenfeld 


62. Provocative Factors in Poliomyelitis. (Provo- 
kerende faktorer ved poliomyelitis) 

E. B. ANDERSEN and R. BJERGLUND. Ugeskrift for 
Leger (Ugeskr. Lag.| 115, 884-886, June 4, 1953. 
8 refs. 


In order to investigate the possible predisposing factors 
in poliomyelitis the authors issued a questionary relating 
to immunizations, intradermal injections (B.C.G. injec- 
tion and Mantoux tests), injections of other substances 
(such .as antibiotics, hormones, or vitamins), vene- 
punctures, surgical operations (including tonsillectomy 
and dental extraction), undue exertion, and trauma 
during the previous 5 months to four groups of patients: 
(1) 110 patients treated for paralytic poliomyelitis at the 
Blegdam Hospital, Copenhagen, during the epidemic of 
1950; (2) 547 patients with aparalytic poliomyelitis 
treated during the same epidemic; (3) 129 patients 
treated for aparalytic poliomyelitis during 1951; and 
(4) a control group of 1,000 patients suffering from 
other diseases admitted during the autumn of 1951. 
The proportions of children under 15 in the four groups 
were 51%, 84%, 74%, and 72% respectively. 

There were no significant differences between the 
groups in respect of operations or injections, but 13% 
of Group 1 had suffered some trauma within a month 
of the onset of the disease as against 9°%, 2°%%, and 3% in 
Groups 2, 3, and 4. In 9 cases there had been excessive 
muscular activity during the incubation period, which 
was followed by severe paresis of the muscle groups most 
used; 4 of these patients died. H. F. Reichenfeld 


63. Cardiac Involvement in Poliomyelitis. (Hjerte- 
affection ved poliomyelitis) 

J. GeorG, T. HILDEN, and B. Vimtrup. Ugeskrift for 
Leger (Ugeskr. Leg.] 115, 886-889, June 4, 1953. 
18 refs. 


The authors examined the heart post mortem in 13 
cases of bulbar poliomyelitis with respiratory paralysis 
treated at the Blegdam Hospital, Copenhagen, in 1950. 
In one case the heart was hypertrophied and in 9 it was 
flabby and dilated on macroscopical examination. 
The material, including specimens taken from the 
bundle of His, the papillary musculature, and from 
parts of the ventricles containing the terminal fibres of 
the bundle, was fixed in Zenker’s solution with 5% 
formalin. Frozen sections were stained for fat, and 
paraffin sections were stained by various methods. 
Microscopical appearances of acute myocarditis were 
present in 2 cases, less definite evidence of myocarditis 
in 2 further cases, while in 7 cases there were non-specific 


changes thought to be due to anoxia. 
heart was normal microscopically. 

In addition, electrocardiographic studies (limb leads 
only) were carried out on 62 patients with paralytic 
poliomyelitis, of whom 26 were under the age of 15 and 
13 had bulbar paralysis, 10 of these requiring respirator 
treatment. In 5 cases the electrocardiogram (ECG) 
was definitely pathological, 4 of these being respirator 
cases, while in a further 9 cases the ECG was on the 
borderline of the normal, 7 of these last patients being 
either respirator cases or suffering from respiratory 
weakness. The changes observed were as follows: 
prolonged P-Q interval, nodal rhythm with prolonged 
Q-T interval (in a fatal case in which evidence of acute 
myocarditis was found post mortem), raised RS-T 
segment, and iso-electric T;, each in one case; depression 
of the RS-T segment occurred in 10 cases, in 3 of which 
there was also a negative T2 or an iso-electric T;. In 
2 cases with definite initial abnormalities the ECG had 
become normal by the 7th and 14th days of the illness 


In 2 cases the 


respectively. 


The authors are of the opinion that the majority of the 
changes noted were due to anoxia. H. F. Reichenfeld 


64. The Treatment of Bulbar Poliomyelitis in Children 
N. M. Jacosy. Lancet [Lancet] 1, 1218-1220, June 20, 
1953. 6 figs. 


A description is given of the routine adopted at the 
Pembury and the Kent and Sussex Hospitals for the 
treatment of children with bulbar poliomyelitis affecting 
deglutition and respiration. The child’s bed is tipped 
to an angle of 40 degrees by means of a wooden frame 
which raises the foot of the bed about 34 feet (1 metre), 
the child being secured by means of a canvas jacket with 
webbing straps attached to the end-rail of the bed. For 
the removal of saliva a Jacques catheter connected to an 
electric suction pump is used, a side-tube enabling the 
pressure to be controlled. The author recommends 
giving nothing by mouth for the first 2 days, fluid loss 
being made good with a rectal drip of 5° dextrose in 
N/5 saline solution. With the help of this treatment 
6 out of 7 children, whose ages varied from 4 to 13 years, 
recovered from bulbar poliomyelitis; their residual 
paralysis was less than expected. Franz Heimann 


65. Poliomyelitis following Inoculation. A Survey of 
29 Children 

D. GEFFEN, J. H. PATERSON, and S. M. Tracy. Lancet 
[Lancet] 1, 1268-1273, June 27, 1953. 2 figs., 13 refs. 


In 1950 one of the authors (Med. Offr, 83, 137; 
Abstracts of World Medicine, 8, 310) reported his 
observations on 30 children who developed poliomyelitis 
within a month of being immunized against diphtheria. 
All survived, and in the investigation here described an 
attempt was made to assess the degree of recovery of 
muscle function in 29 of the patients in the 2-year period 
following the onset of paralysis. Comparison is made 
with the degree of recovery observed in a control group 
of 23 children who had had no recent inoculation before 
developing poliomyelitis during the same epidemic 
and 21 of whom developed paralysis of the arm. The 
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average interval between inoculation and onset of the 
disease was about 14 days, the authors concluding that 
3 weeks is probably the maximum period of risk. Pre- 
paralytic symptoms did not appear to have differed in 
the two groups. 

The authors state that post-inoculation paralysis, 
though limited in extent, is nearly always severe, and that 
recovery appears to be related to the degree of severity of 
the initial paralysis, irrespective of whether the limb has 
been the site of an inoculation or not. In both groups 
the degree of recovery was closely related to the severity 
of the original paralysis. 

In the authors’ view immunization at an earlier age 
than that commonly favoured would probably not prove 
effective in avoiding post-inoculation paralysis. They 
do not consider that fear of poliomyelitis has played any 
part in the reduction in the number of children now being 
presented for immunization. [They appear to suggest 
that relaxation in the campaign for diphtheria immuniza- 
tion might not be a bad thing in view of the relative 
incidence of poliomyelitis and diphtheria in Britain 
today. Perhaps not all readers of the article will feel 
disposed to register agreement on this point.] 

Joseph Ellison 


66. Adrenal Hormone Therapy in Viral Hepatitis 

A. S. Evans, H. Sprinz, and R. S. NELSON. Annals of 
Internal Medicine [Ann. intern. Med.] 38, 1115-1159, 
June, 1953. 


I. The Effect of ACTH in the Acute Disease 
Pp. 1115-1133. 6 figs., 24 refs. 
II. The Effect of Cortisone in the Acute Disease 
Pp. 1134-1147. 5 figs., 2 refs. 
Ill. The Effect of ACTH and Cortisone in Severe and 
Fulminant Cases 
Pp. 1148-1159. 3 figs., 7 refs. 


In these three papers the authors describe a study of 
the effect of treatment with ACTH and cortisone in 
infective hepatitis undertaken at a U.S. Army General 
Hospital in Europe. 

I. In the first part of the study ACTH was given 
intramuscularly to 20 patients, the injections being 
started during the first 10 days after onset of symptoms 
in 10 and between the 11th and 20th days in the other 10. 
Another 20 patients admitted alternately with the above 
patients were used as controls, being given injections of 
saline in similar amounts and at similar times. Results 
were further compared with those obtained in 200 com- 
parable cases admitted to the hospital during the 18 
months preceding the present study. Assessment of the 
effects of treatment was based largely on the serum 
bilirubin level and the result of the “bromsulphalein”’ 


’ retention test, but all the usual liver function tests were 


performed. Liver biopsy was undertaken at the begin- 
ning of treatment and again one month later in 10 of the 
treated and 10 of the control patients. 

The total duration of illness, flocculation reactions, and 
findings at biopsy examination in the cases in which this 
was carried out were virtually the same in the treated 
ind control groups. There was, however, a prompt 
initial fall in serum bilirubin level, accompanied by 


symptomatic improvement, in the patients treated with 
ACTH, this effect on bilirubinaemia becoming progres- 
sively less marked as treatment was continued. There 
were certain differences in the course of the disease, 
depending on the stage of the infection at which ACTH 
was administered. Relapse occurred in 4 of the 10 cases 
in which the drug was given in the first 10 days of illness. 
When it was given during the second 10 days of illness the 
time taken for apparent clinical recovery was somewhat 
shorter than in the control subjects. 

If. In the second part of the investigation the authors 
gave cortisone to 10 patients, comparing the results 
with those obtained in 2 groups of controls. The latter 
consisted of (1) 7 patients given injections of cholesterol 
suspension; and (2) 10 patients given injections of saline. 
Comparison was also made with 100 similar cases ad- 
mitted before the present study. The comparison was 
based on the length and course of illness, the time taken 
for the serum bilirubin level and bromsulphalein retention 
to return to normal, and the findings on biopsy of the 
liver. 

In the treated group the serum bilirubin level and the 
results of the bromsulphalein retention test became nor- 
mal 2 weeks sooner than in the controls. Liver biopsy 
studies seemed to indicate that recovery was more rapid 
under the influence of cortisone, and was associated 
with marked fat vacuolation in the liver cells. However, 
there was a relapse in 2 cases among the cortisone- 
treated group, compared with none in the 117 control 
patients. It is suggested that such relapses may be due.to 
exacerbation of virus growth or interference with some 
immunological host—virus relationship. 

III. In the third part of the study ACTH or cortisone 
was given to 11 patients with a severe form of the 
disease, one of them receiving both drugs. Five of the 
11 patients were seriously ill, with a serum bilirubin level 
above 15 mg. per 100 ml. As a result of treatment 
there was initial symptomatic improvement and a fall in 
serum bilirubin level, but relapse occurred in 3 patients. 
A further 6 patients suffered from fulminating hepatitis, 
hepatic failure, and incipient coma. All 6 of these 
patients died, having received no benefit from hormone 
treatment. 

[There is no indication for the treatment with either 
cortisone or ACTH in infective hepatitis; in fact, the 
number of relapses and side-effects occurring would 
make these hormones appear undesirable and even 
dangerous. They are unable to prevent, and may even 
precipitate, the development of chronic hepatitis; further- 
more they are unable to halt the malignant course of 
fulminating hepatitis with coma.] D. Geraint James 


67. Penicillin in the Treatment of Acute Virus Infec- 
tions of the Central Nervous System. (Tlexunyunnuno- 
TepanusA OCTpLIX BHPYCHbIX 

P. A. MintovicH and R. I. BaTuNsKAyA. 
Heeponamonoeuu u T[Icuxuampuu [Zh. Nervopat. 
Psikhiat.] 53, 123-124, Feb., 1953. 


The author reports a series of 70 cases of acute virus 
infections of the central nervous system which were 
treated with penicillin in doses of 30,000 to 40,000 units 
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every 3 hours, the total amount of penicillin injected 
ranging from 1 to 6 mega units. Ina few cases injections 
of hexamine with glucose, vitamin B, and sulphonamides 
were given in addition, but for the most part treatment 
was with penicillin alone. The series included cases of 
encephalitis, encephalomyelitis, myelitis, serous menin- 
gitis, polyneuritis, and radiculitis. 

Out of 70 cases complete clinical recovery occurred in 
25 and marked improvement in 38; treatment failed in 
7 cases, 4 of which were fatal. Abnormalities in the 
cerebrospinal fluid showed improvement during treat- 
ment in many cases, which was usually sustained after 
stopping treatment. In some cases, however, there was 
a temporary return of abnormal findings, followed by 
gradual improvement. W. Szaynok 


BACTERIAL INFECTIONS 


68. Treatment of Whooping-Cough with Antibiotics 
MEDICAL RESEARCH COUNCIL, WHOOPING-COUGH SuB- 
COMMITTEE OF THE ANTIBIOTICS CLINICAL TRIALS ‘CoM- 
MITTEE. Lancet [Lancet] 1, 1109-1112, June 6, 1953. 
3 figs., 2 refs. 


The Medical Research Council here report the results 
of a controlled trial of chloramphenicol and aureomycin 
in the treatment of whooping-cough which was carried 
out in eight infectious-diseases hospitals in England, 
Scotland, and Northern Ireland. The investigation was 
confined to children of 0 to 5 years of age (divided into 
3 age groups—under 1 year, 1 to 24 years, and 24 to 


5 years) who were admitted with uncomplicated whoop- 
ing-cough within 21 days of the onset of symptoms. 
Each patient was allocated at random to one of 3 treat- 
ment groups, one of which received chloramphenicol, 
one aureomycin, and the third a mixture of lactose and 


quinine. The drugs were dispensed in cachets, half of 
the control cachets containing yellow powder resembling 
aureomycin and half white resembling chloramphenicol. 
Each drug was given in doses of 1 g., 1-5 g., and 2 g. 
daily respectively in the 3 age groups for a period of 
7 days, the staff being unaware of the group to which 


any child belonged. Each child was observed for . 


20 days. The number of paroxysms was recorded by 
the nursing staff, the Ward Sister stating at the end of 
each day whether the paroxysms in each case had been 
*“mild’’, moderate’, or “ severe’’. Records were 
also made of vomiting, but the recorded incidence was 
low. Patients developing complications requiring treat- 
ment with another antibiotic were given this treatment 
in place of the trial drug. These cases were nevertheless 
included in the analysis. 

There were 98 cases treated with chloramphenicol, 
96 with aureomycin, and 100 in the control group. 
Distribution among the 3 age groups was approximately 
the same in each treatment group, children under | year 
constituting rather more, and those of 2} to 5 rather 
less, than one-third of the total. Swabs for isolation 
of Haemophilus pertussis were taken on the Ist, 2nd, 
3rd, 8th, and 11th days of observation, but positive 
cultures were obtained only in 47°% of cases—44°, in 


the chloramphenicol group, 49°% in the aureomycin 
group, and 47% in the control group. [The lack of 
bacteriological confirmation in so many cases is un- 
fortunate and reduces the value of the investigation.] 

Analysis of the results showed very little difference 
between the 3 groups when all types of case were taken 
together, but when the results in cases treated within 
8 days of the onset were analysed separately, differences 
appeared between treated and control groups which 
in some cases were statistically significant. It is admitted, 
however, that ‘“‘even with such early cases 
the effect of the drugs was not dramatic, and no difference 
was detected between the effect of aureomycin and 
chloramphenicol ”’. 

The conclusion is reached that early recognition and 
early antibiotic therapy may help to reduce the severity 
of whooping-cough, but that little is to be gained from 
antibiotic treatment in cases in which even slight symp- 
toms have been present for more than a week. 

[The assessment of therapeutic measures in whooping- 
cough is notoriously difficult, and doubtless this investiga- 
tion, like most others, suffered from incomplete recording 
and other defects; but most clinicians will agree that the 
rather disappointing results are more in accord with 
clinical experience than were many of the earlier, more 
optimistic, reports on this subject.] 

H. Stanley Banks 


69. Chloramphenicol in Typhoid and Paratyphoid 
Fevers. New Lines of Treatment 

A. H. Et Ramu. Lancet [Lancet] 1, 927-928, May 9, 
1953. 4refs. 


The author describes the treatment with chloram- 
phenicol of 398 cases of enteric fever (81% of which were 
of typhoid fever and the remainder of paratyphoid 
infections) at the Abbassia Fever Hospital, Cairo. The 
products of three different manufacturers were used and 
the respective therapeutic values compared. In the acute 
stage of the infection a dose of 12:5 mg. per kg. body 
weight was administered at 12-hourly intervals until the 
temperature became normal, which occurred in an 
average of 3-7 days. In an attempt to discover the best 
method of reducing the relapse rate the same dosage 
was continued during convalescence, with the following 
results. Of 289 patients given treatment up to 3 days 
after the temperature had become normal there was a 
relapse in 76 (a relapse rate of 26-3°%%); of 58 patients 
whose treatment was stopped when the temperature had 
fallen to normal and resumed in the second week of 
convalescence—that is, when relapse is most likely to 
occur—8 had a relapse (a rate of 13-8%); and of 51 
patients who continued to receive treatment for a further 
12 consecutive days, 2 had a relapse (3-9%%). The fact 
that only small numbers of patients received the longer 
courses of treatment was due to the scarcity of the drug. 

The author prefers the twice-daily dosage of chloram- 
phenicol, one of his reasons being that it interferes least 
with the patient’s rest. Rectal administration, which 
was employed in 22 cases, was found as effective as oral 
administration. Of the 3 preparations of chloram- 
phenicol used, none proved in any way superior to the 
others. T. Anderson 
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70. Complications and Reactions after B.C.G. Vaccina- 
tion in the Danish Mass Campaign, 1950-2. (Kompli- 
kationer og reaktioner efter BCG-vaccinationer ved 
folketuberkuloseundersogelsen 1950-52) 

A. V. MOLLER and A. LovGrREEN. Ugeskrift for Leger 
[Ugeskr. Leg.) 115, 1013-1016, June 25, 1953. 1 fig., 
5 refs. 


After the mass B.C.G. vaccinations carried out in the 
years 1950 to 1952 in Denmark a follow-up investigation 
was made on 1,242 persons in 2 districts, from one of 
which numerous complaints of complications had been 
received; vaccination had been carried out in both 
districts by the same two operators. It was found that 8 
months after vaccination lymph-node enlargement was 
present in 2-4°%% and 1-3°% of subjects aged 1 to 3 and 4 to 
6 years respectively, and in the same age groups nodal 
abscesses were present in 1-6°% and 0-3°%% respectively; no 
lymph-node involvement was found in subjects of 14 
years or over. (Children aged between 7 and 13 years 
were not included in this campaign.) Different batches 
of vaccine had been used in the two districts, but there 
was no significant difference in the incidence of nodal 
complications for the separate batches. 

Evidence of local ulceration was found in all subjects, 
the average diameter of induration being about 9 mm. in 
vaccinations carried out by the first operator and about 
12 mm. in those performed by the second operator, and a 
similar difference was found in the mean diameters of 
ulcerations and scars. The Mantoux test with 10 units was 
carried out on 792 subjects; a primary positive reaction 
of 6 mm. or more was obtained in 99-3°% of those aged 
1 to 6 years and in 96-3°% of adults. D. J. Bauer 


71. Complications of B.C.G. Vaccination. (Calmette- 
vaccinationskomplikationer) 

S. R. ALBRECTSEN. Ugeskrift for Leger (Ugeskr. Leg.] 
115, 1016-1020, June 25, 1953. 1 fig., 4 refs. 


In a further investigation [see Abstract 70] of com- 
plications arising as a result of the mass B.C.G. vac- 
cinations carried out in Denmark between 1950 and 
1952 a follow-up examination was made of children aged 
up to 7 years who had been vaccinated in 2 separate 
localities of the Aalborg district. All vaccinations had 
been performed by the same operator, but different 
batches of vaccine had been used in the two places. Of a 
total of 203 children vaccinated with Batch I 8 months 
previously, 198 were examined; regional adenitis was 
found in 20 cases, suppuration in 14, and ulceration in 5. 
Of a total of 213 children vaccinated with Batch II 10 
months previously, 203 were investigated and only 4 
cases of suppurative axillary adenitis were found; there 
was thus a higher incidence of complications with Batch 
I. The mean diameter of the vaccination scar was signi- 
ficantly greater in patients vaccinated with Batch I (7:1 
mm. compared with 6-1 mm.), and they also developed a 


greater area of induration in Mantoux tests. These 
findings suggested that Batch I was a stronger vaccine, 
and in confirmation it was subsequently found to con- 
tain 37:2 x 106 bacteria per mg. compared with 13 x 106 
for Batch II. D. J. Bauer 


72. Complications of B.C.G. Vaccination in Infants. 
(Komplikationer ved BCG-vaccination af spedborn) 

K. BiERING-SORENSEN. Ugeskrift for Lager (Ugeskr. 
Leg.] 115, 1020-1022, June 25, 1953. 1 fig. 


For some time routine B.C.G. vaccination has been 
carried out on all infants born in 2 maternity hospitals in 
Copenhagen, and the incidence of complications in 
the first 3 to 12 months after vaccination in a group of 
over 4,000 infants is here reported. The incidence of 
adenitis was 7:3°%, and of ulceration 3:5%. Adenitis 
developed between | and 12 months after vaccination, the 
average period being 3 months. One case of tuberculous 
granuloma of the sternum and one of generalized adenitis 
were seen. It is suggested that complications can be 
best avoided by delaying vaccination until pre-school 
age. D. J. Bauer 


73. Active Treatment of Adenitis following B.C.G. 
Vaccination. (Activ behandling af adenitis efter cal- 
mettevaccination) 

U. Gap. Usgeskrift for Leger (Ugeskr. L@g.] 115, 1022- 
1024, June 25, 1953. 


In this paper 17 cases of suppurative adenitis or similar 
conditions occurring after the B.C.G. vaccination of 
infants aged 2 to 48 months are briefly described. In 5 
cases no treatment was given, and the condition 
persisted for 3 months to more than a year; the remainder 
were treated by incision, curettage, and local application 
of a gel containing 10% of sodium para-aminosalicylic 
acid, and the condition healed after periods varying from 
2 to 42 days. D. J. Bauer 


74. An Experimental and Clinical Study of a New 
Chemotherapeutic Agent against Tuberculosis (Gly- 
curonolactone isoNicotinyl Hydrazone). (Etude expéri- 
mentale et clinique d’un nouvel agent chimiothérapique de 
la tuberculose (isonicotyl-hydrazone de la glycurono- 
lactone)) 

G. Brouet, B. N. HALPERN, J. MARCHE, and J. MALLET. 
Presse médicale [Presse méd.] 61, 863-865, June 17, 1953. 
4 figs., 6 refs. 


In this study, reported from the Lariboisiére and 
Broussais Hospitals, Paris, the toxicity and activity of 
a recently synthesized hydrazone of isoniazid, glycurono- 
lactone isonicotinyl hydrazone, were tested in animals 
and in human patients. In mice its acute toxicity was 
found to be about one-fifth that of isoniazid. Chronic 
toxicity was also low, young rats showing no change in 
growth rate while receiving 20, 40, or 80 mg. of the 
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drug per 100 g. of food daily in their diet during 6 weeks, 
a total dose of 4 to 5 g. per kg. body weight. Three 
dogs tolerated daily intravenous injections of 30 mg. per 
kg. body weight for 2 weeks without ill effect, but one 
dog given 25 mg. per kg. daily showed signs of autonomic 
stimulation, considerable loss of weight, and a progressive 
anaemia. In dogs, as also in mice and rats, the substance 
was quickly absorbed and rapidly excreted in the urine. 
In experiments carried out in vitro on the human 
strain of Mycobacterium tuberculosis with organisms 
from untreated cases and also on strains partially 
resistant to isoniazid, the compound was as effective as 
isoniazid, weight for weight. No cross-resistance was 
encountered. The results of treating experimental 
tuberculous infections in guinea-pigs and rabbits with 
20 or 40 mg. of the glycuronolactone per kg. body weight 
were similar to those already found with isoniazid itself. 
There was some evidence, also, that the compound was 
able to reduce the severity of infections due to a strain of 
organism resistant to streptomycin and isoniazid. 

In the clinical tests carried out in 40 tuberculous 
patients between September, 1952, and March, 1953 
(of whom 36 were followed up for periods of 3 to 6 
months) the results confirmed the low toxicity and high 
activity of this substance. It was well tolerated in daily 
doses of 20 or 25 mg. per kg. body weight, 300 to 400 mg. 
being given by mouth 4 times a day. Digestive upsets 
due to larger amounts disappeared when the dose was 
reduced. Among 25 cases of pulmonary tuberculosis of 
recent origin, marked improvement was seen radio- 
logically in all but 3, cavities regressing in 10 patients 
and disappearing entirely in 7. The sputum or gastric 
washings became negative for tubercle bacilli in 17 
cases previously positive, as also in 2 of 3 patients with 
old lesions of limited extent. In 9 other patients with 
long-standing tuberculosis (already treated by other 
means, including collapse therapy) the drug had little 
effect on the disease either radiologically or bacterio- 
logically. Like isoniazid, glycuronolactone usually 
had a remarkably beneficial effect on appetite, weight, 
pulse, fever, cough, and amount of sputum. 

{Isoniazid glycuronolactone is obviously therapeuti- 
cally active and well tolerated. The results reported 
are encouraging, but a clinical trial in which its activity 
is compared with that of isoniazid is essential before its 
true worth can be assessed.] Derek R. Wood 


75. Neutral Toxicity in Tuberculous Patients Treated 
with Isoniazid (isoNicotinic Acid Hydrazide) 

G. D. Gammon, F. W. BurGe, and G. KING. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat. 
(Chicago)] 70, 64-69, July, 1953. 9 refs. 


76. The Intravenous Use of a Combination of Sodium 
para-Aminosalicylate and Polyvinyl Pyrrolidone in the 
Chemotherapy of ‘Tuberculosis 

W. Weiss, M. Seven, and G. M. EIsENBERG. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 225, 
560-564, May, 1953. 1 fig., 15 refs. 


See also Chemotherapy, Abstract 53 
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77 Observations on the Effect of Induced Hyper- 
glycemia on the Glucose Content of the Cerebrospinal 
Fluid in Patients with Tuberculous Meningitis 

J. E. Strontes, R. D. B. WiLtiams, E. M. LINCOLN, and 
H. CLemons. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 67, 732-754, June, 1953, 16 figs., 10 refs. 


In an endeavour to determine the cause of the low 
glucose content of the cerebrospinal fluid (C.S.F.) in 
patients with tuberculous meningitis, the authors have 
studied the effect of intravenous glucose on the C.S.F. in 
children treated at the Bellevue Hospital, New York. 
A dose of 1 g. of glucose per kg. body weight in 20% 
solution was injected over a 3- to 5-minute period. 
Samples (0-5 ml.) of C.S.F. were then withdrawn from 
the lumbar theca and the cisterna magna (and the lateral 
ventricle when possible) at 15-minute intervals for a 
period of 2 hours. 

Observations were made on 3 groups of patients: (1) 
5 patients with pulmonary tuberculosis but no definite 
signs of meningitis; (2) 6 patients recovering from 
tuberculous meningitis whose C.S.F. had been normal 
for 2 to 7 months; and (3) 15 children with active 
tuberculous meningitis. In Groups | and 2 the C.S.F. 
glucose level rose to a peak between | and 14 hours after 
the injection and then tended to decline. The glucose 
content of the cisternal fluid was slightly greater than 
that of the lumbar fluid except at the end of the period. 
The C.S.F. glucose curves in all the cases in Group 3 
differed from this normal pattern, the rise in level being 
considerably less, indicating decreased permeability of the 
blood-brain barrier for glucose; in patients undergoing 
treatment with intrathecal streptomycin or with a spinal 


‘block the curve for the lumbar C.S.F. rose above that for 


the cisternal fluid, indicating increased permeability in 
the lumbar region, while in patients with hydrocephalus 
the curve for ventricular fluid rose less than that for 
cisternal fluid. As the patient’s condition improved the 
glucose curves approximated more closely to the normal. 
In some cases the electrolyte content of the C.S.F. was 
also estimated and the results showed that the increase in 
glucose level was not an artefact due to concentration of 
the C.S.F. by withdrawal of water following the hypertonic 
intravenous injection. The time relations of the curves 
are held to exclude the possibility that the low glucose 
levels in active meningitis are due to the consumption or 
destruction of glucose by bacteria or leucocytes. 
: Donald Mc Donald 


78. Five-year follow-up of 100 Cases of Miliary and 
Meningeal Tuberculosis Treated with Streptomycin 

K. M. SmitH. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 225, 657-659, June, 1953. 3 refs. 


The final survival figures in 100 cases of acute miliary 
tuberculosis and tuberculous meningitis treated with 
streptomycin over a period of one year at 47 Veterans 
Administration Hospitals are reported in this paper from 
the University of California, Los Angeles. Of the 
100 patients, 40 survived 4 to 14 months after the start of 
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therapy, but at the end of 5 years only 15 were alive, 
11 of these being fully recovered. All the deaths which 
were due to the primary disease occurred in the first 
24 years after completion of treatment. Of the 2 deaths 
which occurred after this period, one was due to massive 
haemothorax following lobectomy and the other to 
non-tuberculous disease. 

The prognosis was best in cases of miliary tuberculosis, 
9 of the 22 patients being alive at the end of 5 years. 
Of the 43 patients with meningitis 5 were still alive, while 
of 35 with miliary tuberculosis and meningitis combined, 
or miliary tuberculosis followed by meningitis, only one 
was alive at the end of 5 years. Robert Hodgkinson 


79. The Social Rehabilitation of the Child Cured of 
Tuberculous Meningitis. (La réadaptation sociale de 
l'enfant guéri de méningite tuberculeuse) 

M. GrarrarR. Archives belges de médecine sociale et 
d’hvgiéne, médecine du travail et médecine légale [Arch. 
belges Méd. soc.) 11, 191-200, June, 1953. 


The author reports the results of a follow-up study of 
children treated with streptomycin for tuberculous 
meningitis at the University Paediatric Clinic, Brussels, 
between 1946 and 1950. Out of 302 admissions, 145 
patients survived, and of these 96 were selected for the 
present study on the basis that they were under 14 years of 
age and that at least a year had elapsed since their dis- 
charge from hospital. The work was carried out by a 
team which included clinicians, psychologists, and social 
workers. 

The commonest. somatic disorder was _ vestibular 
disturbance (88%). In the great majority of cases, how- 
ever, this was so slight as to be apparent only on specific 
testing. On the other hand, of 42 patients (44%) 
showing cochlear involvement, more than half were 
totally deaf and the remainder had appreciable loss of 
hearing. (Recent modifications in the method of treat- 
ment with streptomycin and the abandonment of 
dihydrostreptomycin have reduced the incidence of this 
complication to 5%.) Severe organic neurological 
sequelae resulted in 6 cases of idiocy, 8 of pyramidal 
dysfunction, and 2 of epilepsy. There were also 3 
cases of nystagmus and 3 cases of dysdiadochokinesia. 
After discharge from hospital 6 children developed active 
tuberculosis of bone, but no cases of pulmonary or uro- 
genital tuberculosis were met with, possibly owing to the 
youth of the patients. Finally, 5 patients developed 
obesity which was considered to be pathological. 
Electroencephalograms were obtained in 57 of the 
96 cases, but only 6 records were abnormal. (A separate 
report on these findings is to be published.) 

Intelligence tests, carried out on 71 of the children, 
showed the average intelligence quotient of the group to 
be significantly lower than that of the general population. 
A detailed analysis of the results indicated that in 14 
cases there had been mental deterioration which was 
considered definitely attributable to the disease. Of 74 
cases investigated, 48 were considered to have behaviour 
problems and difficulties of social adaptation, the 
commonest manifestation being temper tantrums. A 
careful discussion of this aspect of the investigation leads 


the author to the conclusion that prophylactic psycho- 
therapy in its widest sense should play an important part 
in the hospital treatment of this disease. 

T. A. A. Hunter 


80. The Long-term Prognosis of Tuberculous Menin- 
gitis. (Pronostic éloigné des méningites tuberculeuses) 
M. Asiet. Archives belges de médecine sociale et 
d’hygiéne, médecine du travail et médecine légale {Arch. 
belges Méd. soc.| 11, 201-211, June, 1953. 


Between 1947 and 1950 a total of 102 patients, mostly 
young adults, with tuberculous meningitis were treated: 
with streptomycin at the Hépital Saint-Pierre, Brussels. 
This paper records the results of a follow-up study of 38 
out of the 42 patients surviving in July, 1952, with a view 
to determining the incidence of physical or psychological 
sequelae. In only 5 cases was there a complete absence 
of physical complications; in 11 cases there was persist- 


-ence of active tuberculosis, in the lungs in 10 cases and in 


the knee-joint in one; in 27 patients there were persistent 
though mild vestibular disturbances, but a further 9 were 
completely deaf and 7 had considerable impairment of 
hearing. Six patients exhibited focal neurological lesions 
of mild severity, one had developed diabetes mellitus, 
and 6 suffered from pathological obesity. Despite the 
frequency of these organic sequelae they were sufficiently 
severe in only 6 cases, all of persistent tuberculous 
infection, to prevent a resumption of normal life. 

In 12 of the cases there were definite psychiatric 
disturbances in the form of uncontrollable temper, 
apathy and laziness, or feelings of inferiority. A total 
of 10 patients remained a charge on their families or on 
the State, and a further 6 had made only a partial return 
to normal activity. The case histories of a number of 
these patients are presented. The author suggests that 
in only 5 cases was the incapacity of a physical nature; 
in the remainder the disability was of psychogenic origin, 
an important factor being excessive concern with his 
health on the part of the patient or, more often, of his 
family. It is claimed that much of this invalidism could 
be prevented by rehabilitation before, and in the weeks 
after, discharge from hospital. T. A. A. Hunter 
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81. Thoracoplasty and Contralateral Pneumothorax 
R. A. SmitH. Thorax [Thorax] 8, 106-113, June, 1953. 
2 figs., 11 refs. 


The author considers a contralateral artificial pneumo- 
thorax (A.P.) to be undesirable in patients with bilateral 
pulmonary tuberculosis who are undergoing thoraco- 
plasty, although he does not believe that the danger of a 
spontaneous pneumothorax complicating the A.P. is 
increased by the operation. 

Out of 280 patients undergoing thoracoplasty at the 
Country Branch of the London Chest Hospital, Warwick, 
over a 16-month period the cases of 17 with contralateral 
pneumothorax at the time of operation are here con- 
sidered, 8 being described in detail. A change often 
noted during or immediately after operation (repeated 
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postoperative radiography being sometimes necessary to 
demonstrate it) was a diminution in the volume of the 
lung under the A.P., which the author describes as ** lung 
compression” although intrapleural pressure readings 
were bizarre and did not resemble those of spontaneous 
pneumothorax. The change usually affected the whole 
lung, but sometimes only one lobe. Various possible 
explariations are discussed, including mediastinal shift, 
paradoxical movement, sputum retention, and spread of 
disease, but no conclusion is reached. Lung com- 
pression is undesirable, marring smooth convalescence 
and often leading to abandonment of the A.P. It causes 
dyspnoea and difficulty in coughing, leading to retention 
of sputum with danger of atelectasis or spread of disease, 
and is an important reason for discarding the contra- 
lateral A.P. 

The results of operation in these 17 cases are compared 
with those in another 40 from the same series in which 
there was contralateral disease but no A.P. In only 2 of 
the latter was there spread of disease in the opposite 
lung after thoracoplasty, whereas lung compression 
occurred in 11 of the former and caused the A.P. to be 
abandoned immediately after operation in 2 of them, 
while a further 3 lost their A.P. within 3 months; and in 2 
more of these 11 cases there was progression in the 
contralateral lung 6 weeks after operation. The author 
concludes that it is usually better to delay the induction 
of a contralateral pneumothorax (which with modern 
chemotherapy is seldom necessary) until after completion 
of the thoracoplasty, especially as such an operation 
often seems to have a beneficial effect on the contra- 
lateral disease. M. Meredith Brown 


82. A Long-term Follow-up of Thoracoplasty Cases 
F. R. Epwarps, G. LeGGat, and H. M. Davies. Thorax 
[Thorax] 8, 114-115, June, 1953. 1 fig., 1 ref. 


A consecutive series of 59 thoracoplasties undertaken 
12 to 19 years ago have been followed up. Twenty- 
seven patients (46%) have died of pulmonary tuber- 
culosis. Fifty-two of the thoracoplasties were for 
parenchymatous disease; of these cases 22 patients have 
died of pulmonary tuberculosis. Fifty per cent. of these 
deaths occurred seven or more years after the operation. 
—[Authors’ summary.] 


83. The Prognosis for the Contralateral Lung after 
Resection for Pulmonary Tuberculosis 

M. R. Geake and F. H. YounG. Thorax [Thorax] 8, 
104-105, June, 1953. 


The radiological after-histories of 101 patients with 
pulmonary tuberculosis who had been treated by lung 
resection have been examined to try to elucidate factors 
leading to later deterioration in the contralateral lung. 
Deterioration occurred in 11% of 101 patients who 
survived more than three months after operation. It was 
more frequent with disease of recent originsin the contra- 
lateral lung, but this did not apply to old-standing disease 
and possibly in those with a large amount of sputum. 
No evidence was discovered that the extent of disease in 
the resected lung or length of history had any appreciable 
influence. Where deterioration is going to take place, it 


is probable that it will do so within the 12 months follow- 
ing the operation.—[Authors’ summary.] 


84. The Age Relationship of Cases of Pulmonary 
Tuberculosis and Their Associates 

A. B. Rosins. American Journal of Public Health [Amer. 
J. publ. Hith] 43, 718-723, June, 1953. ' 


The proportion of new cases and deaths from tubercu- 
losis occurring in older individuals, particularly males, 
has increased rapidly in recent years. The decline in the 
level of infection in childhood during this same period 
has been extremely sharp. 

Study of representative samples of the households of 
cases of pulmonary tuberculosis in males 25-45 years of 
age, and over 45 years of age, reported in New York City 
in 1950, reveals characteristic variations in their composi- 
tion. Older individuals with tuberculosis have fewer 
household members, and associates less frequently under 
10 years of age, than younger persons with the disease. 

These differences may have been a major factor in the 
relatively greater reduction in tuberculous infection, 
morbidity, and mortality in childhood over the past 
20 years. Thesame factor may also contribute materially 
to the rapid rise in the incidence of tuberculosis which 
still occurs in adolescents and young adults.—[Author’s 
summary. ] 


85. Treatment of Primary Pulmonary Tuberculosis 
with P.A.S. 

R. M. Topp. _ British Medical Journal [Brit. med. J.] 1, 
1247-1249, June 6, 1953. 1 fig., 10 refs. 


A controlled investigation of the efficacy of PAS in the 
treatment of primary pulmonary tuberculosis was carried 
out at Alder Hey Children’s Hospital, Liverpool, during 
1951. Of 69 patients under the age of 15 years, 35 were 
given a daily dose of 1 g. of PAS per lb. body weight 
(2-2 g. per kg.) for 12 weeks. The remaining 34 patients 
received general treatment for pulmonary tuberculosis 
but no specific chemotherapy. The results of treatment 
in the two groups, as indicated by the patient’s clinical 
progress, by the leucocyte count and erythrocyte sedi- 
mentation rate, and by the findings on radiological 
examination of the chest, did not indicate that PAS had 
any beneficial effect. Kenneth Marsh 


86. Streptomycin Resistance in Patients with 
Pulmonary Tuberculosis Previously Treated with P.A.S. 
Alone 

F. W. A. TURNBULL, A. T. WALLACE, S. STEWART, and 
J. W. Crorton. British Medical Journal (Brit. med. J.] 
1, 1244-1246, June 6, 1953. 12 refs. 


Tubercle bacilli in the sputum of 8 out of 9 patients 
with pulmonary tuberculosis who had been treated with 
PAS alone for periods ranging from 6 weeks to 16 months 
were found on examination at the University of Edin- 
burgh to be resistant to this drug. The interval since 
completion of treatment with PAS varied from a few 
days to 39 months. When these 8 patients were treated 
with 1 g. of streptomycin together with 20 g. of PAS 
daily, streptomycin-resistant bacilli emerged in 6 cases 
within 3 months of starting combined therapy, and in the 
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other 2 cases after 4 and 5 months respectively. By 
contrast, only in one out of 6 cases in which the organism 
was PAS-sensitive initially did a mild streptomycin 
resistance develop after 5 months’ similar treatment. 
Kenneth Marsh 


87. Anatomic—Pathologic Comparative Study of Pul- 
monary Tuberculosis Deaths with and without Strepto- 
mycin 
H. ORREGO PUELMA and S. RADDATZ EBENSPERGER. 
Diseases of the Chest [Dis. Chest] 23, 558-567, May, 
1953. 


The authors describe a study at the Hospital del 
Salvador, Santiago, Chile, of post-mortem material from 
a total of 256 fatal cases of pulmonary tuberculosis. 
These fall into two groups, Group I consisting of 201 
cases in which the patient had died before streptomycin 
was available, and Group II of 55 cases in which the 
patient had been treated with streptomycin. 

Acute forms of the disease were much more rare in 
Group II than in Group I (1-8% as against 16-9%). 
The average time elapsing between diagnosis and death 
was 17:3 months in Group I, whereas it was 30-4 
months in Group II. There was no significant difference 
in regard to the presence of cavities between the two 
groups, but in Group II 87:2% of the cavities were over 
4 cm. in diameter, whereas there were only 47-1% of such 
large cavities in Group I; in Group II there was also a 
greater proportion of old cavities. No significant dif- 
ference between the two groups was noted in the 
occurrence of pleural complications or of meningitis. 
In both groups there was evidence of intrapulmonary 
spread from old fibrocaseous disease in the apex of the 
lung, but in Group II there were fewer nodules and, in 
contradistinction to Group I, the nodules were enclosed 
in a fibrotic capsule. Miliary spread occurred in 1-8°% 
of Group-II cases and 12-4% of those in Group I. 
Whereas there was no significant difference in the in- 
cidence of laryngeal tuberculosis, lymph-node and 
intestinal complications were less frequent in ‘Group II. 

The authors consider that their investigation shows 
that in pulmonary tuberculosis the problem of cavity 
formation has not been solved by the introduction of 
streptomycin; there is now, however, a greater possibility 
of cure in these cases, “‘ but only if proper judgement is 
used in combining other therapies in support of strepto- 
mycin ”’. G. M. Little 


88. The Clinical Significance of the Emergence of 
Drug-resistant Organisms during the Therapy of Chronic 
Pulmonary Tuberculosis with Hydrazides of isoNicotinic 
Acid 

E. O. Coates, G. M. MEADE, W. STEENKEN, E. WOLINSKY, 
and G. L. BRINKMAN. New England Journal of Medicine 
[New Engl. J. Med.] 248, 1081-1087, June 25, 1953. 
4 figs., 16 refs. 


Bacterial resistance to isoniazid and its isopropyl 
derivative, iproniazid, was investigated at the Trudeau 
Sanatorium, New York, in 43 patients with chronic 
cavitary tuberculosis. Isoniazid was given to 27 of the 
patients and iproniazid to 16 for at least 16 weeks, the 


dosage ranging from 200 to 300 mg. a day. Drug 
resistance developed in some cases as early as the third 
week of treatment, the incidence increasing rapidly there- 
after until the 14th week, when cultures from 34 of the 
cases revealed the presence of drug-resistant organisms. 
By the 16th week radiological evidence of a deterioration 
in the disease process, accompanied by an increase in the 
number of tubercle bacilli in the sputum, was observed 
in 28 patients, indicating loss of drug effect; in most 
cases these changes coincided with the appearance of 
drug-resistant organisms in the sputum. Correlation of 
the clinical with the laboratory findings was often 
striking, there being a rise in the number of bacilli in the 
sputum with radiological enlargement of the cavity 
when resistant organisms appeared. 

It is pointed out that in 8 cases in which there was 
bacteriological or radiological evidence of deterioration 
the organisms isolated from the sputum were only 
slightly resistant to isoniazid, suggesting that minor 
degrees of resistance are important. In 5 other cases 
organisms were still sensitive to isoniazid although there 
was evidence of deterioration; in this last group, however, 
in contrast with cases in which resistant organisms were 
found, there was objective evidence of improvement 
subsequently. G. M. Little 


89. The Effect of Certain Pyrazol Derivatives on the 
General and Local Symptoms of Serofibrinous Pleurisy and 
of Pulmonary Tuberculosis. (Action de certains dérivés 
pyrazolés sur les symptémes généraux et fonctionnels de la 
pleurésie séro-fibrineuse et de la tuberculose pulmonaire) 
M. Pestet and A. RAvINA. Presse médicale [Presse méd.]} 
61, 805-807, June 6, 1953. 6 figs., 4 refs. 


In two series each of 20 cases of serofibrinous pleurisy 
of tuberculous origin treated at the Hépital Beaujon, 
Paris, in 1949 and 1951-2 respectively, the first of which 
received only symptomatic treatment and the second 
streptomycin, PAS, and isoniazid, there was no marked 
difference in the cure rate between the two series, the 
recently introduced antituberculous drugs appearing to 
have little effect upon the classic serofibrinous disease. It 
had been hoped that temperature reduction would be a 
pronounced feature in the second series of cases, but this 
was not so; on the contrary, patients treated sympto- 
matically became, on the average, apyrexial on the 20th 
day, whereas those given streptomycin and PAS did not 
become so until the 23rd day. 

Because there is a certain pathological similarity 
between pleurisy of tuberculous origin and other diseases 
in which inflammation and serous exudation are pre- 
dominant, the authors decided to try the effect of 
various pyrazol derivatives in 6 of their cases of pulmon- 
ary tuberculosis which were marked by high temperature, 
pain, and the presence of fluid either in the pleural space 
or in cavities. The substances used, namely, “* irgapyrin ” 
(amidopyrine with sodium pyrazolidine) and “ buta- 
zolidin ’’ (phenylbutazone) had a pronounced effect on 
the symptoms of the serofibrinous disease. The tempera- 
ture was rapidly reduced, usually falling within 48 hours 
and remaining normal after the drug had been stopped, 
there was a feeling of well-being, breathing was easier,« 
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and—as would be expected with this class of drug—pain 
was relieved. However, the progress of the disease or 
of the effusion process was not altered. The average 
duration of treatment was 4 days, 0-75 g. being given by 
intramuscular injection 4 times a day. The authors 
believe that these drugs cause inhibition of the inflam- 
matory process involving the pleura; should further 
work confirm this belief, then pyrazol derivatives might 
be given early in the disease for reasons other than 
relieving the patient’s symptoms. T. Marmion 


90. A Comparative Study of the Effectiveness of 
Laryngeal Swabs and Gastric Aspiration for the Detection 
of M. tuberculosis in Chest Clinic Patients 

A. D. Cuaves, L. R. Peizer, and D. WIDELOcK. 
American Review of Tuberculosis [Amer. Rev. Tuberc.} 
67, 598-603, May, 1953. 14 refs. 


Two laryngeal swabs were taken concomitantly with 
an aspiration of gastric contents in 1,418 chest clinic 
patients for whom the latter procedure was indicated. 
Cultures for Mycobacterium tuberculosis were prepared 
24 hours later. Positive cultures, by one or both of the 
methods, were found in 207 cases. Of these, 187 (90°) 
showed growth from the gastric contents, and 135 (65°) 
from the swabs. Thus, under the conditions of this 
study, a set of swabs was only 72% as effective as gastric 
aspiration for detecting M. tuberculosis in chest clinic 
patients. 

The laryngeal swab technique is worthy of adoption 
as an additional diagnostic tool for the bacteriologic 
diagnosis of tuberculosis in ambulatory patients to be 
used when gastric aspiration cannot readily be per- 
formed.—[Authors’ summary.] 


RENAL TUBERCULOSIS 
91. Streptomycin, PAS and _ Isoniazid in Renal 
Tuberculosis 
‘J. K. Lattimer, F. LERMAN, P. LERMAN, and L. L. 


Spivack. Journal of Urology [J. Urol. (Baltimore) 69, 
745-752, June, 1953. 6 figs. 


During a 5-year period 458 cases of genito-urinary 
tuberculosis have been treated with streptomycin and 
other chemotherapeutic agents by the Research Group 
of the Veterans Administration in the U.S., with marked 
symptomatic improvement in the majority. It was not 
found easy, however, to achieve complete disappearance 
of the tubercle bacillus from the urine, especially in those 
patients who had both renal and genital infections or 
large, fibrotic, and necrotic renal lesions, for which, if 
they are unilateral, nephrectomy is advised. A dosage 
of 1 g. of streptomycin every third day with 12 g. of PAS 
daily was found to give better results than streptomycin 
alone. It allowed prolonged treatment without serious 
toxic effects, and the development of resistance to the 
drug was reduced: in some cases treatment was main- 
tained for a year, and sometimes up to 3 years. 

The worst results were obtained in cases with massive 
renal lesions, in some of which the urine became bacillus- 
free for 1 or 2 years, but in none was the 5-year period of 

« freedom which was adopted as the criterion of successful 


treatment attained. Treatment was successful in 20% 
of cases with “* moderate ’’ lesions, and in 80% of those 
with small lesions. Where the primary disease was in 
the genital system the immediate results were usually 


good; occasionally, however, infected nodules persisted, 


and in such cases a total prostatovesiculectomy was 
advised. 

Since 1952 isoniazid has been used, alone and in 
combination with PAS, streptomycin, or both. How- 
ever, it has the same limitations as streptomycin in being 
ineffective in the presence of large masses of necrotic 
tissue and in inducing bacterial resistance, and, in 
addition, if the patient is uraemic, it may accumulate 
in the body and cause convulsions and other toxic 
effects. Its use in renal tuberculosis is still in the 
experimental stage and needs further investigation. 

H. L. Attwater 


92. Partial Nephrectomy in Renal Tuberculosis 
J. Cipert. British Journal of Urology (Brit. J. Urol.] 25, 
89-98, June, 1953. 16 figs. . 


Partial nephrectomy was carried out in 30 cases of 
renal tuberculosis at the H6pital Edouard-Herriot, Lyons, 
between 1949 and 1952, and in the present paper the 
author reviews the results “* without any apology’. The 
patients, 11 women and 19 men, were between 20 and 
40 years of age. 

Preliminary ligation of the vessels to the segment of 
the kidney to be resected was performed in 19 cases: 
the only 2 instances of serious postoperative haemor- 
rhage in the whole series occurred in those cases in which 
this procedure was not possible. Streptomycin was 
given before and after operation in all cases, though no 
constant plan of dosage was adhered to. 

Of the 30 patients, 5 died as a result of operation. In 
9 the postoperative course was straightforward, but in 
16 there were serious complications as follows: (1) 
urinary fistula, 9 cases, in only 2 of which did the fistula 
fail to heal spontaneously and nephrectomy become 
necessary; (2) tuberculous infection of the wound, 3 
cases; (3) secondary haemorrhage with ‘haematuria, 
2 cases, in one of which nephrectomy had to be per- 
formed; and (4) pulmonary complications, 2 cases. 

Unilateral renal tuberculosis was present in 18 patients, 
15 of whom recovered after partial nephrectomy (as 
judged by disappearance of symptoms, and of pus and 
tubercle bacilli from the urine). Total nephrectomy had 
to be performed for complications in 3 patients in this 
group. The results of partial nephrectomy in 7 patients 
with bilateral renal tuberculosis were not, on the whole, 
satisfactory. Of the 4 in whom the operation was carried 
out on a solitary kidney 3 were well 2 years and 4 months, 
12 months, and 9 months after operation respectively, 
and one died from other tuberculous complications. 

The author concludes that partial nephrectomy is a 
severe operation and that serious complications may 
ensue unless considerable judgment is exercised in the 
selection of patients and in the pre- and post-operative 
treatment. 

[The follow-up period in this series is short, but the 
results—in carefully selected patients—are good so far.] 

F. B. Cockett 
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93. Syphilitic Juxta-articular Nodes 

T. PUTKONEN, H. Terr, and K. PyGrALA. British Journal 
of Venereal Diseases (Brit. J. vener. Dis.| 29, 71-77, June, 
1953. 10 figs., 8 refs... 


Syphilitic juxta-articular nodes are rarely seen in 
patients in non-tropical countries. The authors, who 
have found only one case reported in the Scandinavian 
literature, describe 4 cases which they encountered at the 
Kumpala State Hospital for Venereal Diseases, Helsinki, 
during the year 1951-2. 

All the patients had syphilis for which they had not 
received treatment and all had subcutaneous nodes in the 
vicinity of the large joints; in 3 patients with neuro- 
syphilis there was a node in the region of the great 
trochanter on each side. Suppuration, which is unusual, 
developed in one, and tenderness, also rare, in another. 
In 2 cases the nodes appeared within one year of the 
primary infection; this again is unusual, because juxta- 
articular nodes are generally regarded as a late mani- 
festation of syphilis. 

Histological examination of specimens from 3 of the 
cases revealed the classic three , zones—namely, the 
outer zone of coarse collagenic fibres, the intermediate 
zone of granulation tissue, and the inner zone of necrosis. 
In the fourth case this division into zones was not 
observed. Differentiation histologically from rheumatic 
nodes is often impossible because in both there is division 
into three zones. Staining by Levaditi’s method failed 
to reveal the presence of treponemes: in the authors’ 
view the success of anti-syphilitic treatment in all 4 cases 
was the strongest evidence of the syphilitic aetiology of the 
condition. T. Anwyl- Davies 


94. Fatal Syphilis 

G. L. M. McE.uicotr. British Journal of Venereal 
Diseases (Brit. J. vener. Dis.] 29, 58-63, June, 1953. 12 
refs. 


It is pointed out that acquired syphilis proves fatal 
when either the cardiovascular or the nervous system 
becomes involved, and that syphilis is such a hidden 
disease that probably more than half of those who acquire 
it are never treated. 

The author, from St. Mary’s Hospital, London, re- 
views the scanty historical references to acquired syphilis 
as a fatal disease, and then discusses relevant figures from 
the reports of the Registrar-General for England and 
Wales. He quotes Danbolt and his co-workers, who re- 
examined “‘a representative 20°, sample” of Boeck’s 
original cases in which no effective treatment was given 
for syphilis. These workers concluded that 24-7% of the 
males and 18-6% of the females developed late sympto- 
matic syphilis, and that in only 5-5%% of the males and 
4-7% of the females was death attributable to the disease. 

Tables from the Registrar-General’s returns for England 
and Wales for the period 1936-50 showed that the number 
of deaths from neurosyphilis, cardiac syphilis, and 


congenital syphilis has fallen steadily since the end of the 
war. The number of deaths from aortic aneurysm, 
however, while showing little significant change in males, 
appears to be rising fairly consistently in females. Un- 
fortunately, owing to “compassionate” certification in 
a number of cases, these figures do not reveal the 
true death rate from syphilis. T. Anwyl- Davies 
95. Fatal Syphilis, A Review of Certification in 
Liverpool, 1938-1943 


A. O. F. Ross. British Journal of Venereal Diseases 


[Brit. J. vener. Dis.] 29, 64-66, June, 1953. 2 figs. 


From 1938 to 1943 deaths of syphilitic patients in 
Liverpool and details of treatment were notified on a 
special form. From the information so collected it was 
hoped, within limits, to determine the effect of the 
original treatment and the late results of the disease. 

It was found that of a total of 286 such deaths 238 were 
directly attributable to syphilis and 8 to the effects of 
treatment: in 40 patients syphilis was a contributory 
cause. Only one of the 238 patients who died from the 
disease had had treatment in the early stages. There 
was a preponderance of males over females, 76% of 
the deaths from cardio-aortic disease and 85% of those 
from tabes being in men. Of the total number of deaths 
only 28% were in women. The figures also revealed that 
death occurred at an earlier age in untreated syphilitic 
patients than in those who had had treatment. 

The author states that a study of the mortality rates for 
Liverpool since 1930 showed that there had been a 
marked decline in the number of deaths from ali forms of 
aneurysm since the beginning of the war, and that there 
were fewer deaths from this cause in the 11-year period 
1939-50 than in any single year in the preceding decade. 

T. Anwyl- Davies 


96. Fatal Syphilis 
W. D. Newcoms. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 29, 67-70, June, 1953. 3 figs. 


The findings at 7,501 necropsies performed at St. 
Mary’s Hospital, London, during the 30-year period 
1921-50, were examined to ascertain the incidence of. 
syphilis in cases coming to necropsy. There were 220 
cases of syphilis, an average of 7-3 a year, representing 
approximately 3% of all necropsies. A table showing 
the main findings post mortem in each case of syphilis 
and the yearly total of post-mortem examinations carried 
out is given. The incidence of syphilitic cases in 1921-5 
was 5% and in 1931-5 8%, but since 1935 it has fallen to 
about 1%. The author suggests that the rise to 8% in 
1931-5, some 16 to 20 years after 1914, indicates a 
correlation with “ the period of maximum mortality 
from infection during the first world war’. 

An analysis of the causes of death in 200 consecutive 
“cases brought in dead”’ showed that cardiovascular 
diseases accounted for nearly three-quarters, the com- 
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monest cause in this group being coronary obstruction. 
The next most frequent cause of death in these 200 cases 
was syphilis, the incidence being 12%. Syphilis is thus 
a relatively common cause of sudden death, a fact 
which, the author points out, is perhaps not as widely 
known as it might be. T. Anwyl- Davies 


97. An Investigation into the Use of Cardiolipin Anti- 
gens. II. Complement-fixing Properties of Cardiolipin 
Wassermann Antigen 
I. N.O. Price. British Journal of Venereal Diseases (Brit. 
J. vener. Dis. 29, 78-83, June, 1953. 1 ref. 


This paper from the Whitechapel Clinic, London 
Hospital, describes a detailed analysis of the complement- 


fixing properties of the cardiolipin—lecithin-cholesterol . 


antigen as used in the Whitechapel Wassermann tech- 
nique. The three components of the antigen were each 
tested separately with syphilitic serum and shown to have 
no complement-fixing ability. The effect of increasing 
the concentration of each component on the complement- 
fixing ability of mixtures of 2 and of all 3 components was 
then determined. 

Cardiolipin-cholesterol and lecithin—-cholesterol mix- 
tures failed to fix complement in the presence of reagin. 
Some fixation occurred with cardiolipin—lecithin mixtures, 
provided that the amount of lecithin present was minimal, 
the sensitivity of the mixture increasing with its cardio- 
lipin content, although the degree of fixation was much 
less than that with the complete antigen. When the 
concentrations of lecithin (0-05°%%) and of cholesterol 
(0-5) remained constant and that of cardiolipin varied 
from 0-015 to 0-15%, the most sensitive antigen was that 
containing 0-05°%% of cardiolipin, that is, with the 
ratio cardiolipin 1 : lecithin 1 : cholesterol 10. When the 
concentration of cardiolipin (0-05°4) and cholesterol 
(0-5°%) remained constant and that of lecithin increased 
from 0-005 to 0-5%, the most sensitive antigen was that 
containing 0-05°% lecithin; and when the concentration of 
cardiolipin and lecithin each remained constant at 
0-05°%% and that of cholesterol varied from 0-1 to 1:0% 
the sensitivity of all antigens containing 0-3% or more 
cholesterol was identical. 

The author concludes that for the Whitechapel 
Wassermann technique the most sensitive antigen is that 
in which the ratio cardiolipin 1 : lecithin 1: cholesterol 
6 to 10 parts is maintained. 

[Much of the information is presented in tabular 
form; those interested are advised to consult the 
original paper.] A. E. Wilkinson 


98.  Cardiolipin Antigen. III. An Examination of 
Specificity 

H. Scumipt. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.) 29, 84-94, June, 1953. 11 figs., 40 refs. 


The author, working at the State Serum Institute, 
Copenhagen, has investigated the specificity of the cardio- 
lipin antigen (C-WR-M) used in the Morch Wasser- 
mann technique (cardiolipin 1: lecithin 5: cholesterol 17) 
as compared with the usual crude heart-extract Wasser- 
mann antigen (WR-M) and the standard Kahn-test 
antigen (KR). Three groups of sera were examined: 


(1) 3,980 sera chosen at random from patients in hospital 
wards and out-patient departments; (2) 1,986 sera from 
pregnant women; and (3) all sera (about 170,000) sent 
to the Institute during a 44-month period. All three 
antigens were used for Groups 1 and 2; sera in Group 3 
were first tested with WR-M and KR and those found 
positive by either or both of these tests then re-examined 
quantitatively with all three. 

In Group | 3,565 sera came from patients with neither 
clinical evidence nor history of syphilis; of these, 24 
(0-7%) gave, with one or more antigens, reactions 
which were considered to be non-specific (WR-—M 0-6%, 
C-WR-M and KR 0-2%). This somewhat high figure 
may be partly due to the sera having been collected 
between February and April, when respiratory diseases 
were frequent. 

In Group 2 1,955 sera came from women with no 
clinical evidence or history of syphilis; 10 (0-5%) 
of these gave non-specific reactions (WR-M 0-5%, 
C-WR-M 0-1%, and KR 0-0%). It is therefore con- 
cluded that non-specific reactions do not occur more 
frequently among pregnant women than among 
** normal ”’ patients as represented by Group 1. 

In Group 3 75 sera from patients with disease of the re- 
spiratory tract [type not stated] gave reactions which were 
thought to be non-specific. Such reactions occurred 
with both WR-M and KR in 20 of these cases, with 
WR-M alone in 46, and with KR alone in 9. WR-M 
thus appeared to be considerably less specific than KR 
in this group. Since the number of sera which might 
have given positive reactions with C-WR-M alone was 
not known, comparison between WR-M and C-WR-M 
was made with sera giving a positive reaction with KR 
and between C-WR-M and KR with sera giving a 
positive reaction with WR-M. It was found that 
C-WR-M gave fewer non-specific reactions than KR, 
and KR fewer than WR-M. Quantitative tests showed 
there to be some correlation between titre values with 
WR-M and positivity with the other antigens, positive 
results with C-WR-M and KR increasing with rising 
titres of WR-M. Of the 28,735 sera from pregnant 
women which were included in Group 3, 126 (0-4°%) gave 
presumed non-specific reactions, in 4 cases with both 
WR-M and KR, in 10 with KR alone, and in 114 with 
WR-M alone. Because of the small number of positive 
reactions with KR the specificity of C-WR-M and 
WR-M could not be compared. No difference in 
specificity between C-WR-M and KR was shown when 
their behaviour with WR-—M-positive sera was examined. 
“Unreadable’’ reactions in quantitative tests with 
WR-M (reactions in which the haemolysis curve was 
abnormal and the strength of the reaction could not 
be determined) were more frequent in sera from pregnant 
women (73 out of 116) than in the sera of patients with 
respiratory disease (13 out of 66); they usually occurred 
in low-titre sera. 

It is pointed out that a similar relationship exists 
between C-WR-M and WR-M in respect of frequency of 
false positive reactions and of sensitivity in primary 
syphilis; it is suggested that serum changes causing 
non-specific reactions may be analogous to those occur- 
ring in primary syphilis. A. E. Wilkinson 
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99. Pachyderma. II. Enunciation of the Hypothesis 
of a Fat Deficiency Syndrome in Man 

J. W. NELSON. Transactions of the Royal Society of 
Trepical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.] 47, 224-234, May, 1953. 8 figs., 13 refs. 


The possible factors in the aetiology of pachyderma in 
some African school-children are discussed in this paper 
from Northern Rhodesia. From a study of the seasonal 
and geographical distribution of cases in relation to 
seasonal changes in diet and to meteorological factors the 
author concludes tentatively that pachyderma is asso- 
ciated with a deficiency of unsaturated fatty acids in the 
diet. While there is no clear correlation between total 
fat intake and pachyderma, the similarity between this 
condition and unsaturated-fatty-acid deficiency in rats 
as regards age and sex incidence, site and appearance of 
the lesions, and the influence of humidity is considered 
to be significant. The hot, dry climate of Africa and the 
low-fat diet of the population are thought, therefore, to 
determine the incidence of pachyderma. 


R. Crawford 


100. Project to Block the Progress of Jungle Yellow 
Fever in Northern Honduras, and its Calculated Risks of 
Failure 

N.W. Eton. Military Surgeon [Milit. Surg.] 112, 424- 
430, June, 1953. 1 fig., 5 refs. 


The wave front of sylvan yellow fever which started in 
Panama in 1948 and was last reported (Amer. J. publ. 
Hlth, 1952, 42, 1527; Abstracts of World Medicine, 1953, 
13, 468) in Nicaragua, continues its advance towards the 
eastern corner of Honduras at a rate of about 13 miles 
(21 km.) per month, and the path for it is open, since the 

‘the elimination of urban yellow fever in the area means 

that no areas of resistance will be encountered. With 
its approach to La Ceiba on the northern sea coast of 
Honduras, which is expected about July, 1954, the 
project for a barrier zone at that point—still only a 
project—is submitted in this paper to closer scrutiny. 
The possibility of the wave by-passing the coastal barrier 
zone through corridors in the mountain masses lying 
inland from La Ceiba, whether in the epizootic stage or 
by human agency along the inter-valley trails to the Ulua 
valley to the west of La Ceiba, is carefully considered in 
relation to the behaviour of the wave pattern as hitherto 
observed and to the two known occasions when the 
mountain barrier was crossed. The conclusion reached 
is that by-passing is improbable, provided some control 
of movement, or vaccination of the local inhabitants, can 
be imposed. 

The elements of the La Ceiba barrier-zone project are 
discussed. Preparations should be completed by 
January, 1954, as the epizootic phase precedes the 
epidemic; extermination of animals in the barrier zone 
should then begin, and non-immune “ sentinel ’’ monkeys 


should be installed at a number of points; careful 
observation of wild life in sentinel zones east, south-east, 
and south of La Ceiba would give warning of the approach 
of the epizootic phase; when this approach is determined, 
and not later than 2 or 3 weeks before the usual onset of 
the rainy season, spraying of the forest canopy with DDT 
(dicophanum) from the air should be started, and be 
continued for at least 8 months. Other suggested 
measures include the establishment of treetop collecting 
stations for the study of the canopy mosquito fauna and 
for observation of the mammalian wild life, the setting 
up of inspection and vaccination stations on the trails 
leading into the Ulua valley, and the promotion of re- 
search and of any supplemental measures found desirable. 
R. Crawford 


101. Alopecia LeproticaS its Relationship to Trans- 
mission of Leprosy 

E. A. CLeve and F. W. Pruitt. Journal of the American 
Medical Association [J. Amer. med. Ass.] 152, 573-577, 
June 13, 1953. 5 figs., 8 refs. 


In leprosaria in Japan, Korea, and Formosa 1,369 
patients with leprosy were examined for alopecia 
leprotica. In these countries the habit of shaving the 
scalp of newborn infants is a common practice. The 
lesion was found in 479 patients, an incidence of 35-3%. 
In 11 other countries (Argentine, Egypt, Hawaii, Mexico, 
Norway, Palestine, Philippines, South Africa, Sumatra, 
U.S.A., and Venezuela) where shaving of the head is not 
customary, the condition was noted in only 34 out of 
12,585 lepers, an incidence of only 0-3%. 

Evidence from the literature is presented to — that 
leprosy is transmitted by skin-to-skin contact with a 
leprous person, that the contraction of leprosy by healthy 
adults is rare, and that most reported cases of simple 
contact infection are open to question, the possibility of 
reactivation of a dormant focus being often present. The 
authors’ findings corroborate those of other workers in 
regard to immunity of adults and the susceptibility of 
children. The control of the disease is effected by the 
separation of the leprous person from the infant or child. 

R. R. Willcox 


102. Experiences in the Diagnosis and Antibiotic 
Therapy of Amebiasis: an Analysis of 50 Cases 

N. J. Weiser, E. Sprorra, and P. EKMAN. Annals of 
Internal Medicine {Ann. intern. Med.] 38, 1002-1026, May, 
1953. 6 figs., bibliography. 

At the U.S. Army Hospital, Fort Campbell, Kentucky, 
the authors had an opportunity- to observe 50 patients 
with amoebiasis, many of them from the Korean war, 
and in this paper they report their findings, some of which 
are at variance with those reported in the literature. 

The results obtained by sigmoidoscopy and micro- 
scopical examination of a specimen of mucus were 
found to be much more reliable in diagnosis than the 
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results of stool examination. For this reason the authors 
suggest that an essential criterion of cure is a negative 
result on sigmoidoscopy and direct examination of the 
mucosal aspirate. They draw attention to the number of 
asymptomatic cases in their series (3) and to the unusual 
clinical pictures observed in this disease. 

Aureomycin and oxytetracycline (** terramycin *’) were 
administered to patients with the intestinal form of 
amoebiasis, the cure rate after a first course of aureomycin 
being 38° and after one course of oxytetracycline 63%, 
results which were disappointing. Persistent diarrhoea 
developed in 5 patients receiving oxytetracycline, and in 
3 cases Staphylococcus aureus, resistant to this anti- 
biotic, was cultured from a specimen of stool. Recovery 
in these patients was slow. The results of treatment with 
chloroquine and emetine in the hepatic form of the 
disease were variable, and no conclusions are drawn. 

The need for rigid criteria of cure in order accurately 
to assess the results of treatment is emphasized. 

J. L. Markson 


103. Pyrimethamine in Treatment of Vivax Malaria. 
Preliminary Report 

J. SincH, A. P. Ray, P. C. Basu, and B. G. Misra. 
British Medical Journal (Brit. med. J.] 1, 1260, June 6, 
1953. 9 refs. 


This paper from the Malaria Institute of India, Delhi, 
describes the effect of pyrimethamine (“* daraprim”’) in 
30 cases of malaria due to Plasmodium vivax. The drug 
was given by mouth in a single dose of 25 mg., 14 of the 
30 patients becoming afebrile within 24 hours and all 
within 72 hours of receiving the drug, by which time the 
asexual parasites had cleared from the peripheral blood 
in all but one case. The action of pyrimethamine on the 
gametocytes was much slower, and in 4 out of 23 cases 
they persisted for 120 hours or longer. It was noted 
that the clearance of symptoms and asexual parasites was 
apparently more rapid in patients who had a previous 
history of malaria than in those who had not. 

The remarkable effectiveness of such a small dose 
against P. vivax is considered highly encouraging, but in 
view of the high degree of cross-resistance between 
proguanil and pyrimethamine which has been demon- 
strated in simian malaria, the authors prefer to withhold 
final judgment until reports on large-scale observations 
are available, particularly from areas where some strains 
of Plasmodium have been reported to be refractory to 
proguanil. R. R. Willcox 


104. Pyrimethamine (Daraprim) as a _ Prophylactic 
Agent against a West African Strain of P. falciparum 
G. Covett, P. G. SHuTE, and M. Maryon. British 
Medical Journal |Brit. med. J.) 1, 1081-1083, May 16, 
1953. 6 refs. 


The authors describe a prophylactic trial of pyrimetha- 
mine (“* daraprim *’) against infection by a West African 
strain of Plasmodium falciparum. The subjects were 14 
patients in Horton Hospital, Epsom, 2 of whom had 
previously undergone malaria therapy with P. vivax for 
neurosyphilis. They were divided into 7 pairs, the first 
pair receiving their first dose of the drug on the first day 


of the experiment and the last pair on the 7th day, the 
dosage being 25 mg. by mouth once a week. All the 
subjects were bitten by mosquitoes on the 8th day of the 
experiment and on 5 subsequent occasions at intervals of 
3 to 5 days, the mosquitoes being afterwards proved 
infective by dissection of the salivary glands and demon- 
stration of parasites. A control was provided by a 
patient with neurosyphilis who was bitten by the same 
batch of mosquitoes on the 9th day. Parasites were 
found in his blood after 7 days and fever developed 2 days 
later, whereas none of the 14 experimental subjects 
developed the disease, showing that pyrimethamine, given 
under these conditions, afforded complete protection. 
Discussing their findings, the authors point out that since 
the drug acts on the pre-erythrocytic forms of the parasite 
it can be regarded as a true causal prophylactic. For 
practical routine prophylaxis they advocate a daily dose 
of 5 mg. rather than a weekly dose of 25 mg., to allow for 
the occasional dose being missed. William Hughes 


105. The Principles and Practice of Yaws Control 
C.J. Hackett. British Medical Journal | Brit. med. J.) 2, 
74-76, July 11, 1953. 6 refs. 


In this review, from the Wellcome Museum, London, 
of the principles and practice of the control of yaws, it is 
first pointed out that the object of an anti-yaws campaign 
is not merely the reduction of the incidence of yaws to 
some ill-defined low endemic level, but the complete 
eradication of the disease by the recognition and treat- 
ment of all infectious and potentially infectious patients, 
including contacts and patients in the latent secondary 
stage. Recognition depends on a careful survey of the 
whole population by trained local medical auxiliaries. 
In countries where the rural population lives in large 
villages or small villages close together, one suitably 
placed centre is established, but where the population is 
scattered, house-to-house visits must be made. 

Treatment, which is given at a centre staffed by local 
people, consists ideally in a single intramuscular injection 
of procaine penicillin in aluminium monostearate 


(P.A.M.), adults receiving at least 1-2 mega units and 


children proportionately less; the dose given to contacts 
is half that given in the infectious stage of the disease. 

The author suggests that until some means of detecting 
the latent stage of yaws has been evolved treatment 
might be given to: (1) every person who has had active 
secondary lesions during the preceding 5 years; or (2) 
every person under 18 to 20 years of age: or (3) all 
school-children and children aged 2 to 6 years who have 
yaws or who have a history of yaws. Measures designed 
to prevent the reintroduction of the disease into an area 
already controlled are an essential part of the programme. 
Rural dispensaries, with an itinerant staff and facilities 
for seeking out cases and for treatment, must be main- 
tained to deal with the few cases that occur after the initial 
campaign is over. The work of these dispensaries can be 
extended eventually to include treatment for malaria, 
schistosomiasis, and worm infestation. 

The author emphasizes the importance of obtaining the 
co-operation of the inhabitants and their leaders through- 
out the campaign. T. A. Pace 
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106. Red Blood Cells as Source of Protein for Parenteral 
Use 

N. O. CaLtLtoway and F. H. Mowrey. Journal of the 
American Medical Association [J. Amer. med. Ass.] 152, 
777-781, June 27, 1953. 5 figs., 6 refs. 


In this investigation of the possibility of using 
erythrocytes as a source of protein for intravenous 
administration, carried out at the Percy Jones Army 
Hospital, Battle Creek, Michigan, the cells used were 
obtained from blood by simply decanting the plasma, or 
as a suspension in corn syrup from the American Red 
Cross blood bank, most of the cells being old cells 
obtained from blood collected 2 to 3 weeks previously. 
Cells of the recipient’s group were used when possible, 
and the usual cross-matching precautions taken, but in 
many cases it was not possible to obtain cells of 
that group and Group-O cells were-used; all cells were 
carefully cross-matched for all major and minor agglu- 
tinins. No difficulty was experienced in administering 
the sludged erythrocytes. with ordinary transfusion 
apparatus and a 20-gauge needle. 

The subjects studied were 8 hypoproteinaemic, anaemic 
patients; all had some degree of cirrhosis of the liver and 
oedema, while 2 had nephrosis and one had old mitral 
disease with severe heart failure and enlarged liver in 
addition. It was found that enormous quantities of 
packed erythrocytes could be administered, except to the 
patients with nephrosis; the other patients received 
between 17 and 22 transfusions each of 250 ml. of packed 
cells within a period of 40 to 50 days. The haemato- 
logical responses to these infusions followed the same 
general course: the serum haemoglobin and serum 
protein levels increased simultaneously with the infusion 
of erythrocytes, but the cell count and haemoglobin level 
soon reached a peak followed by a fall to more or less 
constant levels, whereas the serum protein level continued 
to increase, especially that of serum albumin. The 
nitrogen balance, which was determined in one case, 
showed a conversion from a slightly negative balance to a 
substantial positive balance. No adverse effects were 
observed in the patients who received these very large 
quantities of packed cells, and no undue erythraemia or 
increase in the haemoglobin level was noted. To the 
nephrotic patients, however, it was not possible to 
administer more than a relatively small quantity of 
erythrocytes, as a plethora immediately began to develop; 
thus, in a patient in the early nephrotic phase of glomerulo- 
nephritis, 5 infusions each of 250 ml. of packed cells 
produced the high levels of 6,000,000 erythrocytes per 
c.mm. and 19 g. of haemoglobin per 100 ml. The 
histories of 4 typical cases are set out in full; clinical 
improvement occurred in all 4 cases and was “* tremen- 
dous ”’ in the 2 cases of advanced cirrhosis. 

The findings obtained were closely scrutinized with a 
view to assessing the relationship between the admini- 


stration of erythrocytes and the rise in the serum protein 
level. The evidence seemed to show that the packed 
erythrocytes were used as a source of protein, and there 
was also some reason for assuming that some of the 
haemoglobin was actually utilized for the synthesis of 
serum protein. Joseph Parness 


107. Metabolic Changes Associated with Operation 
1. W. MacPuee. British Medical Journal (Brit. med. J.] 
1, 1023-1028, May 9, 1953. 9 figs., 26 refs. 


This paper, from the Department of Surgery, University 
of Liverpool, is based on observations carried out on 
9 patients in the first week following, surgical operation. 
Postoperative retention of sodium and loss of potassium 
were found, associated with a fall in the serum sodium 
level but no definite change in that of serum potassium. 
It is suggested that entry of sodium into the cells in 
exchange for potassium took place, and this is supported 
by some observations made on the sodium content of the 
erythrocytes. Evidence of increased activity of the 
adrenal cortex was the finding of a low eosinophil 
leucocyte count, a high fasting blood sugar level, and 
increased 17-ketosteroid excretion. The author believes 
that the increased adrenocortical activity accounts for 
some of the electrolytic changes. 

[This paper is abridged from a thesis, and was pre- 
sumably written before Moore and Ball’s recent mono- 
graph, The Metabolic Response to Surgery (Spring- 


- field, Illinois, 1952) was available, as this is not included 
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in the bibliography.] D. A. K. Black 
108. Calcium, Phosphorus, Nitrogen, and Potassium 
Balance Studies in the Aged Male 

M. D. BoGponorr, N. W. SHocK, and M. P. NICHOLS. 
Journal of Gerontology [J. Geront.] 8, 272-288, July, 1953. 
9 figs., 25 refs. 


The balance of calcium,. nitrogen, phosphorus, and 
potassium was studied at the Baltimore City Hospitals 
in 7 male patients aged 66 to 83, of whom 2 showed 
x-ray evidence of osteoporosis. Two series of observa- 
tions were made: (1) 3 patients were given diets with a 
calcium content of 107, 849, and 1,543 mg. a day for 
a period of 7 days, observations being made over 4 or 5 
such periods for each of the 3 diets; (2) 5 patients were 
studied for periods of 5 days at each of 4 different levels 
of calcium intake (1,600, 292, 859, and 131 mg. a day). 
Nitrogen intake was kept constant in both series, and 
phosphorus and potassium intake in the second series. 
Phosphorus intake was increased with that of calcium in 
Series I. . 

With a low calcium intake the loss of calcium was no 
greater than has been reported for young adults at 
similar intake levels. Calcium equilibrium was main- 
tained on an intake of approximately 850 mg. a day. 
Positive balances for nitrogen, phosphorus, and potassium 
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were found in all cases, indicating that synthesis of proto- 
plasm continues in old age. The 2 patients with signs of 
osteoporosis did not show any striking increase in 
calcium retention when their intake of calcium was 
increased. F. W. Chattaway 


109. Calcium and Phosphorus Balance in Elderly Men 
P. G. ACKERMANN and G. Toro. Journal of Gerontology 
[J. Geront.] 8, 289-300, July, 1953. 6 figs., 22 refs. 


Calcium and phosphorus balance was studied at 
Washington University School of Medicine, St. Louis, in 
8 elderly males (aged 69 to 88) in positive nitrogen 
balance, observations being made over 5-day periods for 
30 to 50 days. The average requirements of calcium and 
phosphorus for equilibrium were 18-5 and 18-7 mg. per 
kg. body weight per day respectively. The figure for 
calcium is higher than those reported in the literature as 
necessary for equilibrium in young adults (8 to 12 mg. 
per kg. per day). One subject was in negative calcium 
balance even with an intake of 2 g. per kg. per day, his 
phosphorus balance being normal. F. W. Chattaway 


110. The Prognosis of Acute Porphyria 
C. Hirson. British Medical Journal (Brit. med. J.) 1, 
1372-1374, June 20, 1953. 22 refs. 


In this paper on the prognosis of acute porphyria the 
author describes 2 cases in young adults, a male and a 
female. The illness began with severe abdominal pain, 
nausea, vomiting, and frequency of micturition. Mental 
disturbance was a conspicuous feature early in the acute 
phase, and objective evidence of severe peripheral 
neuritis appeared during the second or third week of an 
acute attack. Both patients recovered, with complete 
restoration of function. It is stated that this favourable 
outcome is in line with the experience of other clinicians 
in recent years, indicating that the prognosis in acute 
porphyria, even when associated with neurological 
damage, is not so grave as has hitherto been thought. 
The striking uniformity of the clinical picture is well 
exemplified in these 2 cases. The importance of the 
abdominal, neurological, and psychological manifesta- 
tions is emphasized. Joseph Parness 


111. Hyperpotassaemic Paralysis 
G. M. Butt, A. B. CartTer,’and K. G. Lowe. Lancet 
[Lancet] 2, 60-63, July 11, 1953. 6 figs., 12 refs. 


Although much has been written in recent years on 
the dangers of a high concentration of potassium in the 
plasma, reports of hyperpotassaemic paralysis are rare, 
and in view of this the authors record their clinical 
observations and the biochemical findings in 3 patients 
treated in three different British hospitals who developed 
paralysis following hyperpotassaemia; 2 of the patients 
were suffering from gross renal failure and the third 
from Addisonian crises. The authors point out that the 
absolute level of serum potassium is not the only factor 
concerned, nor is the level of potassium in relation to 
that of sodium. In the cases described the clinical 
picture showed some uniformity, namely, a Landry 
type of ascending, bilateral, flaccid paralysis, with 
weakness of the voice, cough, and swallowing in the 
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terminal stages. The patient with Addisonian crises (the 
only survivor of the three) also presented signs of sensory 
disturbance in the form of severe cramp-like pains and 
burning paraesthesiae in the legs. These signs, together 
with the presence of muscular contraction on direct 
percussion during complete paralysis are, in the authors’ 
opinion, suggestive of a lesion in, or proximal to, the 
peripheral nerve, although this is contrary to the general 
belief that the lesion is at the myoneural junction or in 
the muscle. 

In treating the hyperpotassaemia in the cases of renal 
disease a cation-exchange resin in the sodium cycle 
zeo-karb 225°) proved far superior to any other 
therapeutic measure, a total of 260 mEq. of potassium 
being eliminated by this means in one case, against 
17-4 mEq. by peritoneal dialysis and 63-7 mEq. by 
urinary excretion. The intravenous injection of glucose 
and insulin was successfully used in the treatment of the 
paralysis, with accompanying improvement in the 
electrocardiogram. L. H. Worth 


112. Recent Studies of the Significance and Patho- 
genesis of Steatorrhoea. (Ulteriores estudios sobre la 
significaci6n y génesis de las esteatorreas) 

C. JimMENEZ Diaz, J. M. Romeo, and C. MARINA. Revista 
clinica espaiiola (Rey. clin. esp.| 49, 367-374, June 30, 
1953. 2 figs., 15 refs. 


In this study of fat metabolism, carried out at the 
Institute for Medical Research, Madrid, the fat content 
of fresh and dried faeces was estimated by the usual 
methods, and the results compared with those obtained by 
indirect calorimetry; the two estimations showed fairly 
close agreement. The authors then give tables in 
which are compared the amounts of faecal fat in normal 


- subjects and in patients with steatorrhoea receiving a 


basal diet containing 30 g. of fat per day. In the patients 
with steatorrhoea not only was the fat excreted in 
increased amount, but in increased concentration, and 
the authors suggest that this points to increased fat 
excretion into the gut and not to malabsorption of fat; 
in some cases more fat was excreted in the faeces in 24 
hours than was ingested. In 18 patients with steatorrhoea 
who were “ overloaded” with 100 g. of fat per day it 
was found that the increase in fat excretion was far less 
than expected, and in some cases fat excretion was 
actually less than when they were given 30 g. a day. 

In experiments with dogs in which the thoracic duct 
was tied, there was increased fat excretion during the 
early stages of the experiment, the fat consisting of chyle 
from the intestinal lymphatics, as was confirmed by 
observations on isolated loops of intestine. The authors 
also quote the case of a patient with true chylous ascites 
in whom there was steatorrhoea. This increased 
excretion of chyle into the intestine can be produced by 
intestinal irritation (for example, in sprue), by lymphatic 
blockage (for example, in tabes mesenterica and “ chyl- 
adenectasis’’), or bya “functional upset”’ of the secretion— 
absorption mechanism of the intestine (for example, 
steatorrhoea due to suprarenal insufficiency, or coeliac 
disease). But this third type of disturbance is still not well 
understood. Paul B. Woolley 


Gastroenterology 


113. Motion Picture Studies of the Mechanism of 
Mastication and Swallowing 

H. M. Syrop. Journal of the American Dental Associa- 
tion [J. Amer. dent. Ass.] 46, 495-504, May, 1953. 10 
figs., 8 refs. 


It is believed that this paper reports the first attempt to 
record by cinematography the functioning of the intra- 
oral organs involved in mastication and swallowing. 

A 24-year-old white man was admitted to the Veterans 
Administration Hospital; Chamblee, Georgia, with 
chondrosarcoma of the left maxilla with extension to the 
maxillary antrum. Successive efforts to eradicate this 
tumour and its recurrences produced a large opening on 
the left side of the face. The author then took the 
opportunity of making motion-picture studies, both at 
normal speed and in slow motion, of the movements 


- which could easily be seen through the facial defect. A 


clear view was obtained of the role of the strikingly 
mobile tongue in chewing, swallowing, speaking, yawn- 
ing, coughing, and smoking, the coordination of organs 
in the production of speech, the functioning of the cough 
reflex, the act of yawning, the process of mastication, 
bolus formation, and the mechanism of swallowing, 
including movements of the epiglottis and the apparent 
passage of the bolus not over, but to either side of, the 
epiglottis. 

On the basis of close observation the author states that 
“the epiglottis provides a diverting, umbrella-like 
protection or shield to the respiratory passage during 
swallowing. This action would suggest that some 
previous theories indicating an ineffectual role of the 
epiglottis during deglutition are not completely tenable ”’. 

R. Scott Stevenson 


114. The Odcesophagus Lined with Gastric Mucous 
Membrane 

P. R. ALLISON and A. S. JOHNSTONE. Thorax [Thorax] 8, 
87-101, June, 1953. 12 figs., 2 refs. 


The oesophagus is normally. lined throughout by 
squamous epithelium, but in certain cases a varying 
length of its lower part is lined by gastric mucosa. This 
abnormality, which is probably congenital, has so far 
been found only in patients who also have a hernia of the 
stomach through the diaphragmatic hiatus, so that the 
alimentary tract within the thorax consists of three 
portions: normal oesophagus, oesophagus lined with 
gastric mucous membrane, and normal stomach. The 
intermediate segment looks like oesophagus from the 
outside and its musculature is oesophageal; micro- 
scopically, there are no oxyntic cells in the mucosa, and 
as well as gastric glands there are typical oesophageal 
mucous glands. Ulceration, both acute and chronic, is 
liable to occur in this segment and, as Barrett (Brit. J. 
Surg., 1950, 38, 175) has shown, the chronic ulcer has the 


M—D 


same pathological features as a chronic gastric ulcer in an 
abdominal stomach, being equally liable to perforation 
or severe haemorrhage, and healing with local fibrosis. 
It must be distinguished from a peptic ulcer of the squam- 
ous-lined oesophagus, which is probably about 10 times 
more common; such ulcers lie at the lowest level of this 
type of epithelium, are associated with reflux oesophagitis, 
are shallow, never perforate, do not bleed copiously, and 
cause circumferential stenosis, which may result in 
permanent and severe dysphagia requiring treatment by 
excision or repeated dilatation. An ulcer in the portion 
lined with gastric mucosa, on the other hand, may some- 
times heal with local fibrosis only, without causing 
obstruction once oedema has disappeared, so that 
medical management may be successful; but it is noted 
noted that reduction of the associated hiatus hernia will 
not affect the ulcer. Both types of ulcer may occur 
together in the same patient. 

Radiological recognition of an oesophagus lined with 
gastric mucosa is difficult unless there is a stricture or a 
chronic ulcer. The condition is suggested if the apparent 
cardia is at a level much lower than that at which gastric 
mucosa is first seen on oesophagoscopy. 

Seven cases are reported in detail. All the patients 
had reflux oesophagitis; one had haematemesis from an 
ulcer, another a perforation, and a third a gastric 
carcinoma in the abnormal segment. Most were 
treated by resection of the abnormal oesophagus, with 
restoration of continuity by a Roux jejunal loop. 

 M. Meredith Brown 


115. Treatment of Bleeding Esophageal Varices 

G. F. MILLeR and A. P. Owen. Journal of the American 
Medical Association [J. Amer. med. Ass.] 152, 377-379, 
May 30, 1953. 


Since the splenic artery has been estimated to contribute 
40% of the portal blood and as ligation of this artery has 
been shown to be more effective in reducing portal 
pressure than splenectomy, and further, as Rienhoff 
{see Abstract 124] has reported that 6 of his patients 
with portal hypertension appear to have benefited from 
ligation of the hepatic arteries, the authors, working at 
Boston City Hospital (Boston University School of 
Medicine), have combined these procedures in the 
treatment of 3 patients suffering from active bleeding 
from oesophageal varices. The bleeding ceased during 
the operation in each case. However, one patient died, 
and bleeding recurred in the 2 survivors after 7 days and 
5 months respectively. The authors have abandoned the 
procedure. H. Daintree Johnson 


116. Traumatic Pancreatitis 
C. J. Berne and R. L. Waters. California Medicine 
[Calif. Med.] 79, 279-281, Oct., 1953. 10 refs. 
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STOMACH AND DUODENUM 


117. Oral Thrombin in the Treatment of Haematemesis 
V. Epmunps. British Medical Journal (Brit. med. J.) 1, 
1371-1372, June 20, 1953. 6 refs. 


In this investigation carried out at the Central 
Middlesex Hospital, London, the effect of the oral 
administration of thrombin in 11 cases of gastro- 
duodenal haemorrhage was compared with that of an 
inert substance in 11 similar cases. The thrombin and 
the inert substance were given in doses of 2 g. dissolved 
in 30 ml. of phosphate buffer solution, 50 ml. of the 
buffer solution being given 5 minutes previously, and 
the identity of the two drugs was concealed. Gastric 
aspiration was performed periodically, the presence of 
fresh blood being taken to indicate continued haemor- 
rhage. At first treatment was half-hourly and aspira- 
tion repeated hourly from the time of admission until 
haemorrhage had ceased or until it was evident that 
treatment was having no effect. Later this method was 
modified and, after an initial dose of thrombin (or inert 
substance) on admission, 3 hours were allowed to elapse 
before a further aspiration, the above procedure being 
then initiated if fresh blood was still present. 

Of the 11 patients who received thrombin, the treat- 
ment was successful in 3 and unsuccessful in 7, while 
of the 11 patients given the inert substance the haemor- 
rhage ceased during treatment in 4 but did not do so in 6; 
there was one case in each group in which the outcome 
was doubtful. The author concludes that thrombin has 
no effect on gastro-duodenal haemorrhage. In the group 
of 13 failures it was shown at operation or necropsy that 
3 patients had “ vessels so eroded that an arrest of the 
haemorrhage was scarcely to have been expected short 
of major surgery”’. I. McLean-Baird 


118. Gastric Emptying Time: Comparative Studies 
with Placebos, ‘* Prantal ’’ and ‘* Banthine ”’ 

G. K. Hawkins, S. MARGOLIN, and J. J. THOMPSON. 
Gastroenterology [Gastroenterology] 24, 193-199, June, 
1953. 1 fig., 28 refs. 


The effects of ‘“prantal’” and “ banthine” 
(methantheline), which are both synthetic atropine-like 
substances, on the gastric emptying time in 8 healthy 
subjects were estimated by 3 to 5 observers from serial 
radiographs taken after the administration of 3 oz. 
(93 g.) of barium in 250 ml. of water. Three tests were 
made at weekly intervals; inert tablets were given on the 
first occasion and on the following occasions either 
200 mg. of prantal or 100 mg. of banthine was given * by 
random method”. The tablets were given 90 minutes 
before the barium suspension was swallowed. Gastric 
emptying was complete after 14 to 2 hours when the in- 
ert tablets were given, but was delayed after administra- 
tion of both prantal and banthine. At 2 hours the average 
retention of barium was 43% with banthine and 54% 
with prantal, and even at 4 hours emptying was not 
complete. In 6 of the 8 subjects prantal had less effect 
than banthine on small intestinal activity, as judged by 
the progress of the barium mixture. Side-effects were 
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more frequent and severe with banthine than with prantal, 
as previously reported by other workers. 

[This is an interesting comparison. In the doses used, 
prantal appears to be as effective as banthine and to 
cause fewer side-effects. ] Derek R. Wood 


119. Prolonged -Post-medication Anacidity 
H. Kein, J. B. KirsNer, H. Forp, and W. L. PALMER. 
Gastroenterology [Gastroenterology] 24, 186-192, June, 
1953. 7 figs., 2 refs. 


**U-0229”’ : a-diphenyl-y-1-piperidyl-butyramide 
hydrochloride) is a substance with atropine-like proper- 
ties. When given orally or intramuscularly it is known to 
inhibit acid secretion from the stomach in man, but 
prolonged anacidity is difficult to obtain even with 
repeated dosage. 

This paper describes observations made at the Uni- 
versity of Chicago on 7 patients with duodenal ulcer 
who were known to secrete large amounts of acid, and 


who were given a continuous intravenous infusion of 


U-0229. Gastric juice was collected continuously for a 
control period of 12 to 15 hours, and then the infusion 
of 1 mg. of U-0229 in 100 ml. of 0-9% saline was begun, 
the rate of flow being 50 drops per minute. Ten tests 
were made on the 7 patients, each receiving 7 to 11 mg. 
of U-0229 in 4 to 6 hours, the infusion being stopped 
when anacidity developed. Usually the secretion of juice 
was reduced before that of acid. In 6 patients the 
infusion abolished secretion of acid by the stomach for 
14 to 60 hours, the effect being observed twice in 2 of 
these patients. The seventh patient received a total dose 
of 11 mg. of U-0229, but acid concentration remained 
high, although the secretory rate was moderately reduced. 
Side-effects included dryness of the mouth, blurred vision, 
mild drowsiness, and difficulty of micturition. One 
patient developed an acute psychosis lasting, with treat- 
ment, for one day. The authors comment on the long 
duration of anacidity after the infusion; the mechanism 
involved is the subject of further investigation. 
[Information on the changes in gastric motility during 
and after the infusion would also have been valuable.] 
Derek R. Wood 


120. A New Procedure for Re-establishment of Con- 
tinuity after Total Gastrectomy by the Interposition of a 
Segment of Small Intestine between the Oesophagus and 
the Duodenum. (Un nouveau procédé de rétablissement 
de la continuité aprés gastrectomie totale, par inter- 
position d’un segment de gréle entre l’cesophage et le 
duodénum) 

A. MoucueTt and M. Camey. Archives des maladies de 
l'appareil digestif et des maladies de la nutrition [{Arch. 
Mal. Appar. dig.] 42, 621-633, May, 1953. 4 figs., 26 
refs. 


In an attempt to mitigate the digestive difficulties which 
so often follow complete removal of the stomach, the 
authors propose an operation [similar to that described 
by Henley and Hudson (Brit. J. Surg., 1952, 40, 118; 
Abstracts of World Medicine, 1953, 13, 122)] whereby 
total gastrectomy, whether performed by the abdominal 
or the thoraco-abdominal route, is followed by the 
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interposition of a jejunal loop between the oesophagus 
and the duodenum. Proximally, the jejunal loop is 
closed and an_ end-to-side oesophago-jejunostomy 
performed; distally, an end-to-end jejuno-duodenal 
anastomosis is effected. The advantages of the method 
are (1) those of the Billroth-I type of operation, and (2) 
the creation of a loop which to some extent can act as a 
gastric reservoir. 

In the 5 cases here reported, in all of which total 
gastrectomy for carcinoma of the stomach was performed 
at the Centre Médico-chirurgical Foch, Suresnes-sur- 
Seine, postoperative barium-meal examination showed 
some reservoir-like function of the jejunal loop and the 
presence of active peristalsis. There were 2 post- 
operative deaths, neither of which, however, could be 
directly attributed to the type of operation. 

K. Whittle Martin 


121. Pyloric Channel Ulcer 

E. C. Texter, G. J. BAYLIN, J. M. RUFFIN, and C. W. 
LEGERTON. Gastroenterology [Gastroenterology] 24, 319- 
327, July, 1953. 4 figs., 14 refs. 


The clinical picture in 55 cases of ulceration of the 
pyloric antrum was studied at Duke University, Durham, 
North Carolina, to determine whether there were any 
features distinguishing it from that seen in cases of peptic 
ulcer. It was found that nausea and vomiting, which are 
not common in uncomplicated peptic ulcer, were the 
most frequent symptoms, others being atypical abdominal 
pain, which was sometimes confused with gall-stone 
colic, and loss of weight, often to the degree seen in 
cases of malignant disease. Only 11 of the patients 
complained of typical ulcer pain; 43 complained of 
nausea and vomiting, 38 of constant or colicky pain, 
which had no clear relation to food, and 28 of loss of 
weight. In 49 of the patients an ulcer crater was found 
on x-ray examination, the ulcer being on the lesser 
curvature in 38. Gastric retention was a prominent 
feature in all cases, a 6-hour retention being noted in 31. 
Complications were pyloric obstruction (13 cases), 
haemorrhage (3), and perforation (1). An active ulcer 
was found in 16 and healed scars in 10 of the 26 patients 
operated on. Medical treatment was satisfactory in only 
9 cases in the series; the remaining 20 patients con- 
tinued to have symptoms, but refused operation. 

K. Gurling 


122. Peptic Ulcer in Women 
D. H. CLarK. British Medical Journal (Brit. med. J.] 1, 
1254-1257, June 6, 1953. 8 figs., 11 refs. 


In order to determine the effect of menstruation, 
pregnancy, and the menopause on the symptoms of 
peptic ulcer, 400 women with proven peptic ulcer were 
interviewed, the investigation being carried out at the 
Western Infirmary, Glasgow. There were 330 cases of 
duodenal and 70 of gastric ulcer. Of 291 women who 
had had symptoms before the menopause only 81 (28%) 
thought the symptoms were worse during the week before 
menstruation started. On the other hand, of 313 women 
who became pregnant after the onset of ulceration, 
definite amelioration of symptoms during pregnancy was 


noted by 276, the symptoms being more severe in 37. It 
was thought likely that in some of these 37 cases the 
exacerbation was not entirely due to renewed activity of 
the ulcer, so that this figure may be too high. By the 
end of the sixth month after parturition symptoms of 
ulceration had returned in three-quarters of the patients, 
and by the end of 2 years the great majority had re- 
ported a recurrence. 

There seemed to be a definite rise in the incidence of 
ulcer at the menopause, or at least at the age at which 
the menopause might be expected, 41 of 90 patients 
stating that the symptoms became more severe at that 
time. 

There appear to be two major factors which might be 
responsible for this variation in the natural history of 
peptic ulcer in women, the one psychic and the other 
hormonal [but the author does not suggest which is the 
more important]. K. Gurling 


See also Pathology, Abstract 10. 


LIVER AND GALL-BLADDER 


123. The Effect of Glutamic Acid on the Coma of 
Hepatic Failure 
J. M. WAtsHeE. Lancet [Lancet] 1, 1075-1077, May 30, 
1953. 12 refs. 


The effect of glutamic acid on coma due to hepatic 
failure was studied at University College Hospital, 
London, 5 episodes in 3 patients being treated success- 
fully. The drug probably acts by the chemical removal 
of intracellular ammonia, which is certainly one of the 
toxic factors producing hepatic coma. It is best given 
intravenously, 20 g. of glutamic acid being neutralized 
with sodium hydroxide to make 23 g. of sodium glutamate 
in 80 ml. of water. This mixture is added to 500 ml. of 
5% glucose solution and the whole given intravenously 
very slowly, infusion taking between 3 and 4 hours. 
Alternatively the drug may be given in tablet form by 
mouth, the dose being 20 g. of the free acid daily. The 
oral method was, however, found to be inferior to the 
intravenous method, and may indeed be impossible in an 
unconscious patient. On each occasion return of 
consciousness rapidly followed the administration of 
glutamic acid, although in the early stages of recovery 
there were occasionally periods of maniacal confusion. 

G. F. Walker 


124. Ligation of Hepatic and Splenic Arteries in Treat- 
ment of Cirrhosis with Ascites 

W. F. Rienuorr and A. C. Woops. Journal of the 
American Medical Association [J. Amer. med. Ass.] 152, 
687-690, June 20, 1953. 1 ref. 


The authors, dissatisfied with the existing methods of 
surgical treatment of ascites and haemorrhage due to 
portal cirrhosis, have tried yet another operation, in- 
volving ligation of various branches of the arterial supply 
to the liver and spleen. In this paper they give their 
results in 23 cases operated on since 1947 at Johns 
Hopkins Hospital, Baltimore (6 of which were previously 
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reported by Rienhoff (Bull. Johns Hopk. Hosp., 1951, 88, 
368)). 

All the patients were suffering from ascites or from 
haemorrhage from oesophageal varices, or both, and had 
undergone a period of medical treatment without success. 
Each patient received penicillin and aureomycin for 5 
days before operation; several required blood transfusion, 
and some underwent operation during acute haemorrhage. 
Cyclopropane was the anaesthetic, thiopentone and 
nitrous oxide being avoided because of the state of the 
liver. The hepatic artery was located in front of the 
foramen of Winslow, and the gastro-duodenal artery 
identified behind the first part of the duodenum. This 
artery arises constantly from the common hepatic artery 
regardless of whether the latter arises from the coeliac 
axis or the superior mesenteric. The gastro-duodenal 
artery arches over the portal vein at this situation, and the 
opportunity was taken of measuring the portal pressure, 
which was found in all cases to be at least 400 mm. of 
water. In the first 6 cases the hepatic artery was tied 
* distal’’ to the origin of the gastro-duodenal artery. 
[Some confusion arises here in the use of the terms 
“ proximal and “ distal”. Subsequent references in 
the text suggest that the authors mean the very opposite. 
Here the hepatic artery was tied before it gave off its 
gastro-duodenal branch.] In the remaining cases the 
hepatic artery was tied on the “ proximal side” [that is, 
the side towards the liver] of the gastro-duodenal branch. 
The splenic artery was tied in the lesser sac, and when 
there was haemorrhage as well as ascites the left gastric 
artery was also tied. 

After operation antibiotics were given for 10 to 14 days, 
but no other special after-treatment was necessary. There 
were 7 deaths, 2 patients dying from continued bleeding, 
one from cardiac failure, 2 from increasing liver failure, 
and one from uraemia. The seventh death was un- 
explained because a full post-mortem examination was 
not permitted. Although all 23 patients were thought to 
be suffering from cirrhosis of the liver it was found at 
operation that one had carcinomatosis from a primary 
tumour of the oesophagus, and in this case ligation of 
the hepatic artery was performed in the hope of reducing 
the blood supply to the secondary growths. Another 
patient was found to have multiple haemangiomata of the 
liver. Operation relieved the ascites in both these cases. 
Follow-up examination of survivors showed that all have 
been improved, bleeding less or not at all and not 
requiring paracentesis. Of the 13 patients with ascites, 
2 have since died and 11 are alive, while of the 10 patients 
with haemorrhage, 5 are dead and 5 are alive. Of 4 
patients who also had jaundice, 2 are dead, the authors 
noting that the combination of haemorrhage and jaundice 
is a very grave prognostic sign. Tom Rowntree 


125. Fibrosis of the Sphincter of Oddi 
R. B. CaTTELt and B. P. Cotcock. Annals of Surgery 
[Ann. Surg.] 137, 797-806, June, 1953. 30 refs. 


The authors, writing from the Lahey Clinic, Boston, 
state that fibrosis of the sphincter of Oddi or stricture 
of the papilla of Vater accounts for some of the un- 
satisfactory results of cholecystectomy. The patho- 


genesis of fibrosis of the sphincter of Oddi is not fully 
understood, but long-standing spasm may be an im- 
portant factor, as also may be infection in the biliary 
tract or duodenum. Repeated operation for stones in 
the common duct may be required because of fibrosis of 
the sphincter, which can be relieved by forcible dilatation 
with a Bakes dilator to sizes above 3 mm., or trans- 
duodenal sphincterotomy. Patency is maintained by 
passing a T-tube with a long arm into the duodenum and 
keeping it in place for 6 months or longer: Irrigation of 
the T-tube with normal saline twice a day and adminis- 
tration of cholagogues are wise procedures in these 
cases. 

Complete relief of symptoms was obtained in 44 of 49 
cases, 6 of which are described in full. Other causes of 
obstruction at the ampulla of Vater are cited but not 
discussed. Guy Blackburn 


126. Anatomy of the Biliary Ducts within the Human 
Liver. Analysis of the Prevailing Pattern of Branchings 
and the Major Variations of the Biliary Ducts 

J. E. HeEAtey and P. C. Scuroy. Archives of Surgery 
[Arch. Surg. (Chicago)] 66, 599-616, May, 1953. 11 figs., 
22 refs. 


The distribution of the hepatic ducts in the human liver 
was studied in 100 specimens obtained at necropsy at the 
Jefferson Medical College Hospital and Pennsylvania 
Hospital, Philadelphia. The common duct was dissected 
out and the ductal system perfused with water under 
pressure and then dried by injection of acetone and air. 
A 15% solution of vinyl acetate containing 10% (by 
weight) of barium sulphate was injected under fluoro- 
scopic control. A radiograph was then taken and the 
plastic allowed to harden overnight. The ducts were 
reinjected the next morning, and on the third day the 
injected liver was placed in a concentrated solution of 
hydrochloric acid for 1 to 3 days. The specimen was 
then removed from the acid, washed, and the casts of the 
hepatic ducts examined. 

Describing the divisions of the liver the authors point 
out that these are based entirely upon the biliary drainage 
of the organ. The liver is divided into a right and a left 
lobe along a fissure, designated the lobar fissure, which, 
on the visceral surface, follows a line through the gall- 
bladder fossa and the fossa for the inferior vena cava. 
One of the main trunks of the hepatic vein runs in this 
fissure in the liver substance; no branches of bile ducts, 
hepatic artery, or portal vein cross it. 

Each major lobe is subdivided in two segments by 
similar fissures. In the right lobe this dividing fissure 
extends to the porta hepatis from the junction of the 
superior and posterior surfaces downwards anteriorly to 
just in front of the lower border. The left segmental 
fissure corresponds in position to “‘ the surface markings 
customarily used to divide the liver into a right and left 
lobe*’; it also extends to the porta hepatis. No 
communication between the right and left hepatic duct 
systems was demonstrated. The biliary drainage from 
the four segments of the liver is discussed in detail. The 
authors point out the practical clinical significance of 
such segmental drainage. B. G. Maegraith 
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127. Radiomanometric Examination of the Biliary 
Ducts: Experience with 418 Cases 

G. Avpsot, C. Otivier, and H. LisauDE. Gastro- 
enterology [Gastroenterology] 24, 242-261, June, 1953. 
4 figs., 31 refs. 


A radiomanometric method of examining the biliary 
ducts which combines radiological examination with 
continuous manometric recording of pressure within the 
ducts is described in this paper from the Héte!-Dieu and 
the Salpétri¢re, Paris. The manometric apparatus and 
the reservoir, filled with an iodized water-soluble contrast 
medium, are connected to the gall-bladder or common 
duct by a small catheter. Serial radiographs are taken 
with the contrast medium running into the biliary ducts, 
the exposure of each film being marked on the pressure 
record. By this means the position of the dye in the 
biliary tract can be coordinated with the pressure at 
which it is running in. This investigation can be per- 
formed during or after operation. It is more informative 
if the patient is awake, because the pain threshold can be 
correlated with pressure. 

Much of the paper is devoted to a discussion of 
dyskinesia of the cystic duct. Pressure recordings and 
radiographs are correlated with symptoms and pathology. 
Emphasis is laid upon the minimal pressure at which the 
contrast medium succeeds in passing through the cystic 
duct and the sphincter of Oddi. 

Radiomanometry of the common duct has not many 
advantages over cholangiography, but the authors claim 
that by their method they are able to detect very early 
obstructive lesions in the region of the ampulla of Vater. 
They have studied 418 cases over a period of 10 years by 
this method. A. G. Parks 


See also Pathology, Abstracts 25-6 
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128. Chronic Ulcerative Colitis. Long-term Studies on 
Clinical and Bacteriologic Response to Aureomycin 

M. H. SrreicHer, G. G. JACKSON, and R. KNIERING. 
Gastroenterology [Gastroenterology] 23, 572-577, April, 
1953. 8 refs. 


In this long-term study of the effect on the intestinal 
flora of treatment with aureomycin, undertaken at the 
University of Illinois College of Medicine, Chicago, 25 
patients with ulcerative colitis were investigated for 60 
days, 10 patients without gastro-intestinal disease acting 
as a control group. Total and differential counts of 
the aerobic bacteria in the faeces were performed, the 
volume of the stools recorded, and the pH of the 
faeces estimated. 

When 500 mg. of aureomycin was given 3 times a day 
the faecal bacterial counts were reduced and reached a 
minimum after 9 to 16 days, but after this period they 
gradually increased in spite of continued treatment, and 
the original values were regained in 47 to 60 days. 
Staphylococci and streptococci increased more rapidly 
than the coliform organisms. The total stool volume 
increased considerably in both groups of subjects, the 


stools becoming bulky and soft. Both in patients and 
controls the pH of the stools before treatment had been 
near the neutral point, but with treatment it became more 
acid in the patients, but more alkaline in the control 
subjects. [No attempt at an interpretation of this 
finding is made.] Clinical improvement was uniformly 
observed but was transient; in no case was there a 
long-term remission, nor could any objective improve- 
ment be observed on proctoscopy. Symptomatic im- 
provement was usually correlated with a depression in the 
numbers of the intestinal flora. 

The authors do not advocate treatment with aureo- 
mycin for a period longer than 2 weeks, and suggest that 
repeated short courses may give the best results. 

R. Schneider 


129. What is Ulcerative Colitis ? 
B. N. Brooke. Lancet [Lancet] 1, 1220-1225, June 20, 
1953. 8 figs., 8 refs. 


In this article it is pointed out that the diagnosis of 
ulcerative colitis is usually made when in fact the 
condition is one of either ileocolitis or proctosigmoiditis. 
The author considers the latter conditions to be quite 
distinct from true “ idiopathic ’’ ulcerative colitis, which 
he regards as “‘ not a specific disease entity so much as a 
pathological state arising from damage to the colon by 
a number of different agents.” G. A. Smart 


130. Use of Slowly Absorbed Suspension of D-Tubo- 
curarine Chloride in Rectal Surgery 

N. E. LeNAHAN and W. H. HAMILTON. Current Re- 
searches in Anesthesia and Analgesia (Curr. Res. Anesth.] 
32, 206-212, May-June, 1953. 7 refs. 


Experience in the use of a slowly absorbed preparation 
of tubocurarine, tubadil*’ (p-tubocurarine chloride 
pentahydrate in a suspension of peanut oil, oxycholes- 
terol, and beeswax), for the control of pain following 
operations for haemorrhoids, fissures, and fistulae is 
described in this paper from St. Anthony Hospital, 
Columbus, Ohio. The control of postoperative sphinc- 
ter spasm is thought to be the major problem. 

The drug was injected into the gluteal muscles, either 
at the start of the operation or about half an hour before 
its anticipated end, in doses up to 50 mg. or 2 ml., the 
scheme of dosage being based on 0-5 mg. of tubadil per 
kg. body weight. The single injection was effective for 
at least 8 hours, yet liberation of the drug was never 
sufficiently rapid to cause paralysis of the respiratory 
muscles. In some instances a further injection was given 
after 8 hours. 

Although assessment of postoperative pain is often 
difficult, the authors believe that in their series of 31 
patients the degree of pain and sphincter spasm was 
appreciably less than in a control group. The patients 
needed fewer injections of narcotics and fewer sitz baths, 
and did not require catheterization for urinary retention. 
Digital examination was less painful and sphincter tone 
was judged to be appreciably less. Although emergency 
measures were at hand to deal with cases of respiratory 
paralysis, they did not have to be used. 

C. Patrick Sames 
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131. Peripheral Blood Picture after Operation for Portal 
Hypertension 

A. I. S. MACPHERSON and J. INNEs. Lancet [Lancet] 1, 
1120-1123, June 6, 1953. 7 figs., 9 refs. 


At Edinburgh University the authors studied the effect 
on the peripheral blood picture in portal hypertension of: 
(a) splenectomy, with or without splenorenal anastomosis; 
(6) ligation of the splenic artery; and (c) portacaval 
anastomosis. In 46 patients on whom splenectomy with 
or without splenorenal anastomosis was performed there 
was rapid relief of leucopenia and thrombocytopenia. 
In the 5 patients subjected to ligation of the splenic 
artery and the 7 to portacaval anastomosis no such 
improvement was observed. The erythrocyte count and 
haemoglobin level were not influenced by any one of the 
3 operations. 

These findings suggest a relationship between the 
leucocyte and platelet counts in the peripheral blood and 
functional over-activity of the spleen, and are therefore 
in accordance with the haematological concept of 
hypersplenism.”’ S. Karani 


132. Changes in Relative Prevalence of Various Types 

of Heart Disease in New England. Contrast between 

1925 and 1950 

P. D. Wuite. Journal of the American Medical Associa- 

= Amer. med. Ass.] 152, 303-304, May 23, 1953. 
refs. 


Changes in the relative incidence of heart disease during 
the period 1925-50 are discussed. In 1925 the incidence 
of various forms of cardiac disease in 3,000 cases in 
New England was as follows: congenital 1-5%, rheu- 
matic 39-5%, syphilitic 3-9%, coronary 20-:2%, and 
thyrotoxic 2.9%. In 1950 the figures for a similar series 
of 3,000 cases were : congenital 7-9°%, rheumatic 23-5%, 
syphilitic 1%, coronary 48-5%, and thyrotoxic 0-5%. 
The incidence has remained fairly constant of subacute 
bacterial endocarditis (1-9% and 1-2% respectively), 
cor pulmonale (0-9% and 1-1°%), and hypertensive heart 
disease (29-2°% and 26-2%). 

These figures demonstrate an increase in the incidence 
of congenital heart disease; this the author attributes to 
greater accuracy in diagnosis and to the fact that more 
interest is taken in cases of cyanotic heart disease since 
treatment of this condition has become possible. The 
fall in the number of cases of rheumatic heart disease is 
probably the result of improved social conditions, and 
the decrease in the incidence of cardiovascular syphilis 
and thyrotoxic heart disease is the outcome of better 
treatment of early cases. The marked increase in the 
number of cases of coronary heart disease is in part, 
though not entirely, due to improved diagnosis and 
increased duration of life. The author suggests that 
coronary heart disease constitutes a problem for “* every 
country as it becomes more advanced” and under- 
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nutrition and hard physical work are replaced by over- 
nutrition and labour-saving devices. 

[It would be interesting to compare similar figures for 
Great Britain.] G. S. Crockett 


133. Persistent Diphtheritic Heart Disorders. A Fol- 
low-up Investigation. [In English] 

J. Hoet and A. H. BerG. Acta medica Scandinavica 
[Acta med. scand.] 145, 393-405, June 23, 1953. 5 refs. 


A major epidemic of diphtheria occurred in the district 
of Kristiansund, Norway, in the years 1942 to 1946, and 
in this paper the authors report the results of a follow-up 
examination of those patients who had shown signs of 


cardiac involvement during the course of the disease. . 


In 263 out of a total of 1,477 patients there were clinical 
signs of heart disease or changes in the electrocardiogram 
during the acute stage of the infection, and of these 
26 died. ‘The authors were able to trace 210 of the 
survivors 5 to 84 years after the attack of diphtheria, 
162 being subjected to clinical, electrocardiographic, and 
radiological examination. 

Slight prolongation of the P-R interval (to 0:23 second) 
persisted in 3 cases and bundle-branch block in 4, one 
of the latter patients suffering from vertigo probably due 
to alternating complete and partial heart block. A 
prolonged QRS interval (0-10 second) was found in one 
case, and minor S-T and T-wave changes were noted 
in 6. In none was there evidence of congestive heart 
failure and only in 9 was the heart enlarged, the enlarge- 
ment being possibly due to diphtheria in 2. Active myo- 
carditis was thought to have been present in 2 patients 
for months or years. 

[The evidence for the diphtheritic origin of the electro- 
cardiographic abnormalities is not convincing in all the 
cases described.] J. W. Litchfield 


134. Cardiac Catheterization in Chronic Constrictive 
Pericarditis. (Le cathétérisme cardiaque dans la péri- 
cardite chronique constrictive) 

J. L. Rrvier, B. BAUDRAZ, and P. DesBAILLETs. Schwei- 
zerische medizinische Wochenschrift (Schweiz. med. 
Wschr.] 83, 445-448, May 9, 1953. 4 figs., 13 refs. 


At the University Medical Clinic, Lausanne, 5 cases of 
chronic constrictive pericarditis were investigated by 
cardiac catheterization. Cardiac output was calculated 
by the direct Fick method, the figures being respectively 
3-5, 3-8, 4-1, 4:2, and 5-4 litres per minute. Pulmonary 
arterial pressures were higher than normal, ranging from 
25/11 to 56/26 mm. Hg. In 2 cases the pulmonary 
“capillary ’’ (equivalent to left atrial) pressure was 
measured, and values of 16 and 22 mm. Hg respectively 
were recorded. Mean pressures in the right atrium and 
in the superior and inferior venae cavae were identical in 
each case. Pressure tracings recorded from the right 
atrium and right ventricle showed the early diastolic dip 
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and subsequent diastolic plateau characteristic of this 
condition. This pressure curve indicated that the rigid 
pericardium limited ventricular filling in diastole even 
though the venous pressure was increased. 

While the results of catheterization refer directly only 
to the right heart, the high pulmonary arterial and 
“capillary”? pressure readings and the pulmonary 
venous congestion to be seen on radiography indicated 
that the left ventricle was similarly restricted. It was this 
impediment to ventricular filling which was responsible 
both for the low cardiac output and the raised venous 
pressure. The similarity of mean pressures in the right 
atrium and venae cavae were indicative of the absence of 
any constriction at their junction. These findings re- 
confirm the view that extensive decoftication of the 
ventricles is required in surgical treatment. The left 
ventricle should be freed before the right, as otherwise 
pulmonary oedema may occur. Decortication of the 
atria or the orifices of the venae cavae is not necessary. 

D. Weitzman 


DIAGNOSTIC METHODS 


135. Experimental Electrocardiography of the Foetus 
C. N. SmytH. Lancet [Lancet] 1, 1124-1126, June 6, 
1953. 6 figs., 1 ref. 


In view of the evident advantages to the obstetrician of 
a continuous record of the rate and regularity of the 
foetal heart, the author, working at University College 
Hospital, London, has devised an apparatus designed to 
produce a reliable electrocardiogram. The recorder 
consists of a conventional direct-writing electrocardio- 
graph preceded by a balanced pre-amplifier, the frequency 
response being between 30 and 100 cycles per second. An 
integrator for registering the foetal heart rate and a neon 
tube which flashes synchronously with the foetal heart 
beats are incorporated in the apparatus. Connexions 
between patient and machine are made by means of fine 
silver electrodes, 14 inch (3:cm.) in diameter, which are 
placed on the linea alba, one just above the umbilicus 
(for vertex presentations) or at the fundus (for breech 
positions), and the other close to the symphysis pubis. 
The use of a metal-braid belt encircling the maternal 
waist line between the xiphoid process and the fundus 
uteri and connected to earth facilitates recording, since 
it renders the abdominal skin nearly iso-electric for the 
maternal heart potentials. 

Over 100 recordings of foetal hearts have been made, 
the foetal QRS complex being recognized in all but 2, and 
in these it was found that the foetus was dead. In about 
20% of cases the foetal QRS complex was of greater 
amplitude than the maternal, in 20% it was equal, and in 
60% it was smaller, though always recognizable. In one 
case when a fine silver wire electrode was passed into the 
amniotic sac during induction of labour, the foetal 
potentials were five times greater than other potentials 
recorded. In addition to important information re- 
garding the behaviour of the foetal heart given by the 
instrument, the amplitude and distribution of the maternal 
heart potentials upon the abdominal wall, below the iso- 


electric belt, gave some indication of the position of the 
placenta. Some of the technical difficulties are briefly 
discussed. (In an addendum to the paper the author 
states that further work has shown that if the frequency 
response of the recording apparatus is limited to 40 c.p.s. 
the interfeting effects from gross muscle action potentials 
are substantially reduced.) 

[The original paper should be consulted for details of 
the apparatus and the records obtained.] 

J. F. Goodwin 


136. The Electrocardiographic Effects of Intravenous 
Veratrum Viride 

S. R. J.D. McNair, and G. C. GrirritH. Circula- 
tion [Circulation (N. Y.)] 7, 903-909, June, 1953. 4 figs., 
13 refs. 


Veratrum viride, in the form of an alcoholic solution 
of the mixed alkaloids (“* veratrone ’’), was given intra- 
venously in a dose of 0-3 to 0-5 mg. to 18 adult patients 
with hypertension under treatment at the Los Angeles 
County Hospital, California. Three patients developed 
ectopic rhythms after receiving 0-5 mg. of the drug, these 
being respectively nodal rhythm of one minute’s duration, 
second-degree A-V block accompanied by ventricular 
extrasystoles for 8 minutes followed by complete A-V 
dissociation and by sinus rhythm after the intraven- 
ous administration of atropine, and ventricular extra- 
systoles. In other patients the following changes in the 
T wave were noted: (1) change from upright to inverted 
T; (2) inversion of ascending or descending limb of T; 
(3) increase of initial inversion of the T wave; (4) de- 
crease of initial inversion of the T wave; (5) change from 
inverted to upright T; one or other of these changes was 
observed in 11 of the 15 patients studied with precordial 
leads; the T-wave changes in limb leads and precordial 
leads were not always correlated. Nitroglycerin and 
oxygen had no effect upon the changes, but they were 
abolished by neosynephrine’’ (phenylephrine hydro- 
chloride) and atropine. 

The possibility of the changes being due to hypo- 
potassaemia seemed to be excluded by the fact that no 
change in the plasma potassium concentration was 
detected. The absence of Q-wave changes and of anginal 
symptoms is taken as evidence against anoxaemia as a 
cause of the T-wave changes, and it is finally suggested 
that these may have been due to altered ventricular 
repolarization as a result of the parasympathomimetic 
action of veratrum viride. William A. R. Thomson 


137. A Study of Unipolar Left Back Leads and Their 
Application to Posterior Myocardial Infarction 

S. R. L. M. HERMAN, and G. C. GRIFFITH. Cir- 
culation [Circulation (N.Y.)] 7, 656-668, May, 1953. 
8 figs., 18 refs. 


A full description is given from the University of 
Southern California of unipolar-lead electrocardiographic 
patterns derived at various levels in the posterior midline 
spinous left posterior mid-clavicular (“* scapular ”’) 
line, and left posterior axillary line, the levels being 
designated according to the corresponding vertebral 
spines (T 2, 4, 6, 8, 10, 12, and L2). The findings in 
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52 normal subjects are analysed according to cardiac 
position, and those in 18 patients with left and 6 with 
right ventricular hypertrophy are described. 

The transition point from cavity pattern (QS) above, 
to epicardial pattern (qR) below, was noted in each line. 
The scapular line gave the most useful results, transition 
occurring at or above the level of T 6 (‘* Sc 6’) when 
the heart was horizontal, and at or above “Sc 10” 
when it was vertical. Comparison with the pattern of 
lead aVF showed that a considerable area of posterior 
epicardial surface could be represented by scapular-line 
leads and escape representation by lead aVF, especially in 
the horizontal heart. 

Tracings with back leads were also taken from 36 
patients with posterior myocardial infarction, established 
electrocardiographically by the standard leads, including 
lead aVF. In all, significant Q waves (over 25% of R 
and/or over 0-03 second duration) were recorded in 
certain left-back leads that were known normally to 
record epicardial potentials. An estimate of the size of 
the infarcted area could be attempted from a study of 
the number and extent of leads showing abnormal Q 
waves. [No necropsy findings are quoted in confirmation 
however.] In 18 of the 36 cases, Q waves were recorded 
from positions representing areas of the posterior epi- 
cardial surface that did not influence lead aVF. In 
certain other cases Q waves were found in those leads and 
not in aVF. The authors recommend, therefore, that 
when myocardial infarction is suspected and a 12-lead 
electrocardiogram gives no confirmation, abnormalities 
be sought in lower scapular-line leads, and possibly in 
leads from the posterior axillary and spinous lines also. 

J. A. Cosh 


138. Studies Utilizing the Portable Electromagnetic 
Ballistocardiograph. IV. The Clinical Significance of 
Serial Ballistocardiograms following Acute Myocardial 
Infarction 

H. MANDELBAUM and R. A. MANDELBAUM. Circulation 
—* (N.Y.)] 7, 910-915, June, 1953. 4 figs., 
11 refs. 


Serial ballistocardiograms were recorded at the Jewish 
Hospital and the Hospital for Chronic Diseases, Brook- 
lyn, New York, for periods of 18 to 24 months in 100 
patients surviving their first attack of myocardial 
infarction, the degree of abnormality shown in the 
recordings being graded as minimal (1), moderate (II), or 
marked (IID. In 41 cases a ballistocardiogram was 
recorded during the first week of the attack, and in 40 of 
these was classified as Grade II or worse. The only 
normal recording was in a man of 36 who made a rapid, 
uneventful recovery from an epicardial infarction. Of 
65 patients with ballistocardiographic improvement to 
Grade II or better, 55 were able to return to employment 
or household duties, one died of a second infarct, one 
showed deterioration to Grade-III abnormality after 
recovering from a second myocardial infarction, and the 
other 8 were disabled by recurrent attacks of congestive 
heart failure or severe angina. Only 5 of the 35 patients 
with marked abnormalities in the ballistocardiogram 
(Grade III) were able to return to their former duties, 


while of the 30 remaining, 11 died and 19 were cardiac 
invalids. Inthe authors’ opinion “ the degree of ballisto- 
cardiographic recovery which each patient attains has 
proved to be a reliable yardstick upon which to venture a 
prognosis 

[This paper provides yet further evidence that, properly 
used, ballistocardiography subserves a useful function; 
but whether it provides sufficient additional information 
to justify its routine use is still problematical.] 

William A. R. Thomson 


139. The Bronchoscopic Measurement of Left Auri- 
cular Pressure . 

P. R. ALLISON and R. J. LINDEN. Circulation ([Circula- 
tion (N. Y.)| 7, 669-673, May, 1953. 7 figs., 1 ref. 


A simple description is given of the technique of record- 
ing left auricular pressure by direct puncture of the 
auricle at bronchoscopy. A recording manometer is 
connected by fluid-filled polythene tubing to a 50-cm. 
metal bronchial-suction tube (internal bore 2 mm.), 
to the far end of which is welded a needle 6 cm. long, with 
an internal bore of 0-3 mm. The right main bronchus 
is punctured antero-medially just beyond the carina. 
The needle is advanced some 4 cm. and then enters the 
left auricle. This approach is preferred to the oeso- 
phageal as, in the absence of obvious signs of infection, 
the bronchial wall has always been found to be sterile. 
No complications have occurred. 

No detailed analysis of results is presented, but tracings 
are reproduced which show good correlation between 
those obtained in this way and those obtained later at 
thoracotomy from the same patient. Comparison is also 
made between simultaneous records of left auricular pres- 
sure obtained bronchoscopically and the pulmonary 
“‘ capillary ’’ pressure; the latter is thought to be a rela- 
tively unreliable way of obtaining left auricular pressure 
tracings. J. A. Cosh 


CONGENITAL HEART DISEASE 


140. Atrial Septal Defects in Children. An Angio- 
cardiographic Study 

J. Linp and C. Weceuius. Circulation [Cireulation 
(N.Y.)] 7, 819-829, June, 1953. 6 figs., 17 refs. 


Angiocardiography has hitherto been considered of 
relatively little value in the diagnosis of atrial septal 
defect, which, according to Taussig, is the congenital 
cardiac abnormality most frequently seen in medical 
practice and the one least often diagnosed correctly. By 
the use of synchronous exposure of films in two planes 
(10 to 12 exposures per second in left and right anterior 
oblique views) precisely timed in the cardiac cycle by 
simultaneous electrocardiography, the authors, working 
at the Caroline and Wenner-Gren Institutes, Stockholm, 
have been able to visualize an atrial septal defect in 30 
of 150 patients with suspected congenital heart disease. 

During angiocardiographic studies made on foetuses of 
12 to 22 weeks within half a minute of delivery by 
Caesarean section, the authors found that the opaque 
material injected via the umbilical vein could be followed 
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directly through the ductus venosus into the right atrium, 
the stream dividing into a large left stream passing through 
the foramen ovale and a small right stream. In newborn 
infants a communication can be demonstrated more 
readily when the dye is injected by way of a malleolar 
vein, that is, via the inferior vena cava. In normal 
infants this patency cannot be demonstrated after the 
6th day of life. In infants with asphyxia neonatorum, 
angiocardiography may demonstrate a prenatal type of 
circulation, with most of the blood being directed from 
the inferior vena cava into the left atrium. 

Where atrial septal defect is suspected in infants and 
young children, it is recommended that the opaque 
material be injected via a malleolar vein. The patency is 
demonstrated during auricular diastole, a momentary 
reversal of shunt apparently occurring at this phase as 
the right auricle fills more quickly than the left. During 
auricular systole the caval orifices are functionally closed 
and a shunt reversal is less likely. This technique also 
demonstrates that the septal opening is smallest at the 
height of auricular systole. In most cases the left 
anterior oblique view gives some information about the 
location of the defect, and recognition of its size makes it 
possible to exclude simple patency of the foramen ovale 
or small, clinically unimportant defects. 

[This article should be read by all interested in angio- 
cardiography. The illustrations are particularly good.] 

T. Semple 


141. Transposition of the Great Vessels 

J. D. Kerry, C. A. NEILL, P. VLap, R. D. Rowe, and 
A. L. Cuute. Circulation [Circulation (N.Y.)] 7, 830- 
838, June, 1953. 9 figs., 8 refs. 


After the tetralogy of Fallot, transposition of the great 
vessels appears to be the leading cause of death in 
congenital heart disease. From the records of the 
Hospital for Sick Children, Toronto, for the last 10 years 
the authors were able to collect no less than 62 cases, 
and they estimate that 100 deaths occur from this cause 
in Canada each year. The operative treatment of the 
condition has been mainly directed to the venous return, 
but recently attempts have been made to transpose the 
arterial trunks to their proper ventricles with the aid of 
the artificial heart-lung preparation. Technical pro- 
cedures being elaborated include a method of transposing 
the coronary vessels and the maintenance of adequate 
coronary circulation during the operation. 

As the procedure may be feasible in the near future, 
the authors here outline the clinical features of the 
condition. The baby, usually a few weeks old, has been 
cyanotic since birth, and the chances are 2 to 1 that it is 
a boy. He is underdeveloped and weight gain has been 
slow. One-third of all cases have no murmur when 
examined, but in all the electrocardiogram shows right 
axis deviation and right ventricular hypertrophy. The 
cardiac shadow on radiography may be normal at birth, 
but a month later it is enlarged to right and left, with a 
convex left border, anarrowneck inantero-posterior view, 
and increased hilar shadows. Angiocardiography clearly 
shows the aorta arising from the right ventricle and may 
also show associated abnormalities. T. Semple 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


142. An Evaluation of Anticoagulant Therapy in Myo- 
cardial Infarction Based on Prognostic Categories 

R. H. Furman, C. O. T. BALL, R. G. GALE, F. T. BIL- 
LINGSs, and G. R. MENEELY. American Journal of 
Medicine [Amer. J. Med.] 14, 681-688, June, 1953. 
Bibliography. 

The value of anticoagulant treatment in 100 cases of 
myocardial infarction was studied at Vanderbilt Uni- 
versity School of Medicine, Nashville, Tennessee.’ 
Dicoumarol or dicoumarol with heparin was the anti- 
coagulant administered, and an earlier series of 211 
patients who had received conventional treatment but 
no anticoagulant served as controls. Within 30 days of 
the attack of myocardial infarction 18 in the treated 
group and 68 in the control group died. Each group 
was subdivided into ‘ good-risk ’’, poor-risk and 
‘* very-poor-risk ’’ cases. A patient with shock [not 
further defined], congestive failure, diabetes, or a serum 
non-protein nitrogen level above 40 mg. per 100 ml. was 
considered to be a poor risk. A patient in whom any 
one of the following combinations was found was 
considered to be a very poor risk: (1) a first attack of 
myocardial infarction with shock together with diabetes 
or azotaemia; (2) shock and a history of a previous 
attack; (3) a history of a previous attack and congestive 
failure together with diabetes or azotaemia. 

All 7 very-poor-risk patients in the treated group 
and 21 of 22 similar patients in the control group died. 
One of the 50 good-risk patients in the treated group and 
one of the 76 in the control group died. It was in the 
poor-risk patients that the beneficial effect of anticoagulant 
treatment was most apparent; of 43 in the treated group 
10 died (23%), and of 113 in the control group 46 died 
(41%). Despite the lower mortality in the treated poor- 
risk cases there was very little difference between the 
treated and control groups in the incidence of thrombo- 
embolic complications. 

It is concluded that anticoagulant therapy is clearly of 
value only in poor-risk cases, and that the beneficial 
effects cannot be entirely ascribed to a reduction in 
thrombo-embolic phenomena. C. Bruce Perry 


143. Experiences with Cardiopericardiopexy in the 
Treatment of Coronary Disease 

S. A. THompson and A. PLacuta. Journal of the 
American Medical Association [J. Amer. med. Ass.| 152, 
678-681, June 20, 1953. 4 figs., 6 refs. 


The authors, from New York Medical College, report 
the results of cardiopericardiopexy in 57 cases of coronary 
artery disease. Their technique, which is based on the 
establishment of adhesive pericarditis, has already been 
described (Ann. intern. Med., 1942, 16, 495); briefly, it 
consists in the introduction of powdered magnesium 
silicate into the pericardial sac, as a result of which 
vascular granulomata develop. The vascularity, which 
persists as long as 10 years after operation as shown post 
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mortem, provides a separate source of blood for the 
damaged myocardium. 

It is emphasized that the 57 patients on whom the 
operation was performed were completely incapacitated, 
medical treatment having been tried without success. 
The results of the operation are regarded as satisfactory, 
the average duration of life after operation having been 
5 years. In only 5 of the 50 patients followed up was 
there improvement of less than 50%; in the remaining 45 
the improvement was more than 50% and in 20 of these 
it was more than 75%. J. R. Belcher 


144. A New Therapy for Angina Pectoris: Angina 
Pectoris and Water Metabolism 

E. Fotpes. New York State Journal of Medicine [N.Y. 
St. J. Med.) 53, 1322-1326, June 1, 1953. 7 refs. 


The author studied the effect of injection of meralluride 
(“ mercuhydrin”’”) in 21 cases of angina pectoris, the 
object being to determine whether this “* anti-retentional ”’ 
treatment was as effective in angina as it had been found 
to be in migraine. The drug was given in a dose of 1 ml. 
intramuscularly once a week. 

It was found that in 19 of the 21 patients anginal 
attacks became less frequent, as shown by the quantity of 
nitroglycerin consumed, especially if this treatment was 
combined with administration of aminophy!line in a 
dosage of 0-2 g. by mouth three times a day or 0-5 g. by 
suppository. The author claims that diuresis is the 
explanation. 

[A properly controlled therapeutic trial on the accepted 
lines, with the use of placebos, is needed to substantiate 
this claim.] Arthur Willcox 


CHRONIC VALVULAR DISEASE 


145. The Surgical Treatment of Mitral Insufficiency. 
Experimental Use of Transplanted Pericardium in Dogs 
A. R. HENDERSON and C. L. Law. Surgery [Surgery] 
33, 858-868, June, 1953. 5 figs., 9 refs. 


The use of a “sling” in the operative treatment of 
mitral insufficiency was first suggested by Bailey et al. 
(Dis. Chest, 1951, 19, 125; Abstracts of World Surgery, 
1951, 10, 60), the sling being placed below the mitral 
orifice in the left ventricular cavity in such a way that it 
will be forced up to obstruct the defect during ventricular 
systole. In the original experiments on dogs the sling 
was formed from pericardium which, if left attached at 
one end, might be expected to survive as a pedicled graft. 
This graft was cut along the length of the pericardium 
and divided at the diaphragmaticend. It was then turned 
into a tube so that the serous surface was exposed, and 
the free end, attached to a probe, was passed through the 
antero-lateral wall of the ventricle just below the mitral 
ring, a portion of which had been resected. With the 
index finger in the left atrial appendage as a guide, the 
probe was then passed below the mitral orifice and taken 
out through the posterior wall of the ventricle. The sling 
was then adjusted by gentle pull and push until it had 
the desired degree of mobility, and the ends secured to 
the walls of the ventricle. 


In order to study the fate of the pericardial sling the 
present authors performed the operation on 30 dogs, 
which were killed and examined at varying intervals after 
the operation. There were three deaths during the pro- 
cedure, one being caused by impaction of the sling in 
the mitral orifice producing complete obstruction. Of 
the surviving animals, about two-thirds showed signs of 
heart failure which did not respond to ordinary thera- 
peutic measures. The fate of the graft was varied. 
About one-third remained healthy with adequate blood 
supply, whereas one graft was completely gangrenous 
3 weeks after the operation. The usual finding was that 
the graft was swollen to twice its original size within 
24 to 48 hours, this swelling interfering with the sling- 
like movement and even obstructing the valve orifice. 


Later, hyaline degeneration occurred and made the graft - 


more rigid: indeed in some cases the sling had become a 
rigid brittle rod which cracked or split on being moved 
through its original range. The authors also point out 
that there is a possibility of further damage to the valve 
from the repeated impact of the sling with each heart- 
beat, while fusion of the transplanted pericardium with 
the myocardium at the points of entrance and exit will 
interfere with its function as muscle. It would thus seem 
probable that the treatment of mitral regurgitation by 
means of a pericardial sling is not likely to prove satis- 
factory, and the clinical use of this technique is therefore 
not justifiable. T. Holmes Sellors 


146. Mitral Stenosis. Diagnosis and Treatment 

A. LOGAN and R. Turner. Lancet [Lancet] 1, 1007- 
1018, May 23, and 1057-1064, May 30, 1953. 5 figs., 
Srefs. 


During the past 24 years 200 patients with pure or 
predominant mitral stenosis have undergone valvotomy 
at the Western General Hospital, Edinburgh, one medical 
unit being responsible for 130 of these. The present 
paper is principally concerned with the first 100 of the 
130, and gives a detailed analysis of the signs and symp- 
toms which the authors regard as important in pre- 
operative assessment, and of the results of operation. 
The statistical data given below refer to these 100 
patients, 17 of whom were males and 83 females. 

Dyspnoea is a frequent complaint in mitral stenosis and, 
if progressive, is an indication for operation, as also is the 
occurrence of attacks of paroxysmal dyspnoea or of 
pulmonary oedema. Paroxysmal dyspnoea occurred in 
27% of cases. Care must be taken to distinguish these 
dyspnoeic attacks from the recurrent attacks of acute 
bronchitis which are common features of mitral stenosis. 
Haemoptysis (47%) is the result of pulmonary hyper- 
tension, and may be indicative of pulmonary infarction 
(6%); it is dangerous if recurrent, and should be regarded 
as a strong indication for surgery. Fainting (12%) is not 
uncommon but, unless due to paroxysms of auricular 
fibrillation, is of little significance. Pain in the region of 
the left breast (26%) is not as common as a sense of 
oppression under the sternum (36%), but true angina! 
pain (2%) is a comparatively unusual occurrence. On 
auscultation, the characteristic slapping first sound is one 
of the most important indications that mitral stenosis is 
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the predominant lesion, although it may be absent in 
cases of light stenosis with rigid or calcified cusps (13%). 
The second sound is usually accentuated in the pulmonary 
area, presumably as a result of raised pulmonary pressure, 
but the degree of accentuation is not correlated with the 
pressure. The characteristic diastolic and presystolic 
murmurs are of little importance for assessment, being 
due to atrial contraction. A systolic murmur at the apex 
may indicate incompetence, but in the absence of other 
evidence a fine, high-pitched, systolic noise can probably 
be ignored, though other causes of a loud apical systolic 
murmur, such as aortic or tricuspid disease, should also 
be considered. When mitral incompetence is present, 
its degree cannot be judged from the quality of the systolic 
murmur. The presence or absence of a thrill is of no 
material significance. The onset of auricular fibrillation 
in the absence of acute carditis may be regarded as an 
indication for operation since it is evidence of progression 
of the disease; when it is fully established it is not 
necessarily a contraindication in itself. Mitral stenosis 
gives a characteristic radiological outline to the heart. 
The transverse diameter may be enlarged; the aorta is 
usually small; the pulmonary artery is enlarged, but this 
enlargement is not related to pulmonary hypertension; 
the left auricular appendix is visible in many cases as a 
prominence on the left border below the pulmonary 
artery, and in many cases calcification of the valve can 
be detected. 

Cardiac catheterization was carried out on most 
of the patients and the findings correlated with those of 
other investigations. While the decision as to suitability 
for surgery can often be made by ordinary clinical 
methods, an exact knowledge of the pulmonary arterial 
pressure sometimes materially influences that decision, 
an increase in the pressure, particularly on exertion, 
suggesting that surgery should be undertaken. The 
authors have not found that a very high pulmonary 
pressure is a contraindication to operation, and such 
cases, when valvotomy has been performed, have shown 
a steady if slow improvement. Differentiation between 
an extreme degree of stenosis and cardiac failure may be 
difficult, and a prolonged period of conservative treat- 
ment to relieve any congestive failure is an important 
preliminary to operation. The authors’ patients included 
one who was aged 16 years, but it is recognized that in 
youth there is a greater risk of recurrence of rheumatic 
infection. At the other extreme the behaviour of the 
heart was not satisfactory in patients over 50, of whom 
there were 14. 

The operation consisted in a standard left thoracotomy 
followed by incision of the pericardium from the apex to 
the base of the heart parallel to the phrenic nerve. The 
left atrium was incised and the finger passed into this 
chamber, where it palpated the stenosed valve. The 
commissures of the valve were divided by pressure with 
the finger, and the incisions in the atrium and pericardium 
repaired. The lung was abnormally heavy and solid in 
41 cases, but this bore no relation to the size of the orifice 
or to’ the clinical assessment of pulmonary congestion. 
The heart responded to manipulation by extrasystoles 
which were not influenced by intravenous procaine. One 
point of interest was that during the operation movement 


of blood in the atrium was not easily detected. In 26 
cases regurgitation of blood from the ventricle was felt 
before valvotomy, and in none of these was the reflux 
abolished by freeing the valve. Embolism was the most 
important complication of the operation; clot was found 
in the atrium in 4 of the first 44 cases and in all these 4 
embolism followed, in one case being fatal. Since then 
precautionary measures (pressure on the common 
carotid arteries in the neck and flushing out of the 
auricular appendix with blood) have been used with 
success, embolism occurring in only 2 out of 15 cases in 
which clot was found among the remaining 66. Calci- 
fication of the valve was recorded in 27 cases, but this did 
not prevent commissurotomy. 

There were 7 deaths as a result of the operation, 2 
following embolism and 5 in patients who were severely ill 
before surgery was undertaken; 2 more patients died some 
time after the operation. The improvement following 
valvotomy, having largely to be assessed on a subjective 
basis, was most notable in those patients who had been 
most severely disabled. In general there was considerable 
improvement in exercise tolerance and in cough, most 
patients put on weight (often before leaving hospital), and 
their capacity for undertaking physical exertion was un- 
doubtedly greater. The physical signs did not always 
show dramatic change, and the diastolic murmur often 
persisted. 


[This is an important paper.] T. Holmes Sellors 


147. Studies in Mitral Stenosis. I. The Dynamics of 
the Circulation 

R. B. Bracket, A. J. PALMER, B. C. SINCLAIR-SMITH, 
J. F. Farrar, J. H. HAviipay, and J. K. Mappox. 


Australasian Annals of Medicine [Aust. Ann. Med.] 2, 
36-54, May, 1953. 14 figs., bibliography. 


148. Studies in Mitral Stenosis. II. The Electro- 
cardiographic and Réntgenological Findings 

B. C. Sinccair-SmMitH, R. B. BLAcKET, A. J. PALMER, 
J. F. Farrar, J. H. HAtiwway, and J. K. Mappox. 
Australasian Annals of Medicine {Aust. Ann. Med.] 2, 
55-66, May, 1953. 7 figs., 42 refs. 


HEART FAILURE 


149. Studies of the Cerebral Circulation and Metabolism 
in Congestive Heart Failure 

P. Novack, B. Go.tusorr, L. Bortin, A. Sorre, and 
H. A. SHENKIN. Circulation [Circulation (N.Y.)| 7, 724- 
731, May, 1953. 15 refs. ' 


The cerebral blood flow, metabolism, and vascular 
resistance have been studied in a group of 15 patients 
with moderate congestive heart failure. No significant 
differences were found when the respective values were 
compared with values obtained for a control group. 

The cerebral oxygen utilization and blood flow in 
congestive heart failure were found to be significantly 
reduced below values established for normal, young 
individuals, but these changes were demonstrated to be 
a function of increasing age and arteriosclerosis and not 
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of congestive heart failure. Both internal jugular venous 
pressure and cerebrospinal fluid pressure were found to 
be elevated in cardiac decompensation. These elevations 
were of similar magnitudes, but in no instance in the 
series studied was the degree of elevation of either 
quantity sufficient adversely to influence the cerebral 
circulation. Measurement of arterial carbon dioxide 
tension failed to reveal instances of a reduced cerebral 
blood flow which could be attributed to a reduced arterial 
carbon dioxide tension. 

It is concluded that in congestive heart failure there is a 
tendency for the cerebral blood flow and metabolism to 
be maintained in the face of diminished cardiac output, 
although the possibility of cerebral circulatory embarrass- 
ment in extreme degrees of failure has not been excluded 
and is even considered quite likely.—[Authors’ summary.] 


150. Observations on the Erythrocyte Sedimentation 
Rate in Congestive Heart Failure 

A. E. McGrnnis, W. E. LANscHe, R. J. GLASER, and 
L. H. Logs. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 225, 599-604, June, 1953. 2 figs., 
36 refs. 


An investigation was carried out at the Washington 
University School of Medicine and St. Louis City 
Hospital, St. Louis, Missouri, to assess the validity of the 
view held by some workers that the erythrocyte sedi- 
mentation rate (E.S.R.) is normal in heart failure. 
Patients with arteriosclerotic, hypertensive, or syphilitic 
heart disease were studied, and all those with conditions 
known to lead to elevation of the E.S.R. were excluded 
from the series. 

Of 38 patients with acute cardiac failure the initial 
E.S.R. was normal in approximately one-third; a 
moderate rise was observed in rather fewer than one- 
third, and a distinct rise in the remainder. After treat- 
ment the E.S.R. was raised in nearly all the patients, 
though in some the rate was lower than it was initially. 
Of 13 patients with chronic failure 5 had a normal E.S.R. 
throughout their stay in hospital, and it is significant that 
4 of these died, as did one of the remainder whose E.S.R. 
fell to normal while he was in hospital. 

It is suggested that in patients with prolonged intract- 
able failure a normal E.S.R. may be due to a fibrino- 
genopenia resulting from hepatic damage. Clearly the 
E.S.R. does not aid in ruling out infarction, infection, or 
other complications in patients with heart failure. 

E. G. Rees 


151. Excretion of Sodium-retaining Substances in 
Patients with Congestive Heart Failure 

B. Smncer and J. WeENER. American Heart Journal 
[Amer. Heart J.] 45, 795-801, June, 1953. 1 fig., 25 refs. 


Writing from the Royal Victoria Hospital (McGill 
University), Montreal, the authors describe a method 
whereby sodium-retaining substances in patients with 
congestive heart failure can be demonstrated by bio- 
assay. The procedure consists in injecting subcutane- 
ously a small quantity of the patient’s urine, which has 
been extracted with chloroform and redissolved in 
absolute alcohol, into adrenalectomized rats fed on 
radioactive sodium (24Na). At the same time control 
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animals, also fed on 24Na, are given a similar injection 
of absolute alcohol only ; the quantity of 24Na excreted 
in the urine of the test animals is expressed as a 
percentage of that of the control animals. The results 
obtained in 13 normal adults and 7 patients with con- 
gestive heart failure indicated that the quantity of the 
sodium-retaining substance roughly paralleled the degree 
of congestive failure present. It is noted that the activity 
of this urinary extract is similar to that of deoxycortone 
acetate, and, it is suggested, it may be that over-activity 
of the adrenal cortex and an increased secretion of the 
“* mineralo-corticoids ” play a role in the formation of 
oedema in many of these patients. 
A. I. Suchett-Kaye 


152. Effect of Edema and Dietary Sodium on Efficacy of 
Sodium Removal by Cation Exchange Resin 
L. E. DUNCAN. American Heart Journal [Amer. Heart 
J.] 45, 802-808, June, 1953. 3 figs., 6 refs. 


In this paper the authors discuss the effect of oedema 
and sodium intake on the efficacy of removal of sodium 
by cation-exchange resins. One normal man and 2 
patients with congestive heart failure were studied at the 
U.S. National Heart Institute, Bethesda, Maryland. In 
the patients it was shown that the efficacy of the resin in 
removing sodium varied directly with the quantity of 
oedema present. Increasing the dietary sodium did not 
increase the efficacy of the resin until extracellular fluid 
had appreciably increased. 

[This is a well-documented communication and the 
observations made are interesting, but they will have to 
be confirmed by other workers before definite con- 
clusions can be drawn.] A. I. Suchett-Kaye 
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153. Thrembotic Micro-angiopathy (Thrombotic Micro- 
angiopathic Haemolytic Anaemia). (La micro-angio- 
pathie thrombotique (anémie hémolytique micro-angio- 
pathique thrombotique)) 

W. Sr. C. SymMmers. Sang [Sang] 24, 397-409, 1953. 
6 figs., 34 refs. 


A complete review is presented of thrombotic micro- 
angiopathy, a rare syndrome of fever, haemorrhages, 
haemolytic anaemia, and neurological symptoms which 
vary strikingly from time to time. The fact that the 


‘clinical picture may not become complete until late in 


the course of the disease may account for the fact that 
it is rarely diagnosed during life. 

The essential pathological feature is widespread 
thrombosis of the smallest blood vessels, especially in 
the myocardium, the adrenal cortex, and the kidneys. 
The obstructing material is eosinophilic and either 
granular or hyaline, and it is widely held (though not 
certain) that it consists of masses of platelets. Re- 
canalization, even of completely obstructed vessels, may 
occur. Minute aneurysmal dilatations at the arteriolo- 
capillary junctions are common. Histologicaliy, a pre- 


thrombotic stage of subendothelial swelling due to 
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deposition of a hyaline or fibrinoid substance may be 
recognized. 

The aetiology is unknown, but the author inclines to 
the view that it is a collagen disease. Corticotrophin 
(ACTH) appears to have a beneficial effect, as-does 
splenectomy, if the disease is diagnosed sufficiently early. 

A, Piney 


154. The Degree of Coronary Atherosclerosis in Bi- 
laterally Oophorectomized Women 

J. H. Wuest, T. J. Dry, and J.E. Epwarps. Circulation 
[Circulation (N.Y.)] 7, 801-809, June, 1953. 3 figs., 12 
refs. 


In this post-mortem study carried out at the Mayo 
Clinic on the hearts of 49 women who had undergone 
bilateral oophorectomy at least 2 years before death, the 
cases selected (from a total of 150) were from women who 
had been under 45 years of age at the time of their 
operation and were then still menstruating. Each of the 
two coronary arteries was divided into three parts and 
each of the 6 segments studied by sectioning with a 
scalpel at 3-mm. intervals, the maximum degree of 
sclerosis present being assessed On a scale graded from 
0 to 4. These figures for the 6 segments were then 
averaged and this gave the “* average sclerosis’ for the 
whole heart. As a control, the results were compared 
with those in 600 male hearts examined by White in 
1948 and in 600 female hearts examined by Ackerman in 
1949, both at the Mayo Clinic. The technique used 
by these workers was the same as in the present study. 

The hearts of the oophorectomized women showed an 
average degree of coronary sclerosis between that of the 
male and female hearts in the control series. There was 
a greater increase in the severity of the atherosclerosis 
in those who had undergone oophorectomy a long time 
before death than in those in whom this interval had been 
short. The series did not contain an undue proportion 
of hypertensive hearts. In subjects below 70 years.of age 
there was a relation between the state of nourishment and 
the degree of coronary sclerosis. No significant increase 
in the degree of atherosclerosis could be found in women 
who had been castrated for less than 5 years. The 
authors conclude that these results tend to support a 
relationship between oestrogens and lipid metabolism, 
but fail to support the hypothesis that anatomical 
differences in the male and female heart explain the sex 
difference in the severity of coronary atherosclerosis. 

Peter Harvey 


155. Some Observations on Vasodilatation after 
Sympathectomy 

R. L. RicHarpDs. Glasgow Medical Journal [Glasg. med. 
J.) 34, 245-258, June, 1953. 8 figs., 25 refs. 


The effect of sympathectomy, performed for a variety 
of conditions, on vasodilatation was investigated in 15 
patients at the Gogarburn Hospital, Edinburgh. Changes 
in the skin temperature of one limb were recorded, 
vasodilatation and vasoconstriction being induced by 
immersion of the opposite limb in hot and cold water. 
In limbs of patients with normal arteries and in those 
with early Raynaud’s disease the normal “* vasoconstrictor 


gradient’’ was abolished after sympathectomy, and 
the periphery became even warmer than the proximal 
parts. Diminished vasomotor responses were obtained 
in the upper limbs after a few months. 

After sympathectomy in late Raynaud’s disease the 
degree of vasodilatation varied greatly from digit to digit. 
This was correlated with the degree of organic occlusion 
of the digital arteries thought to be present. In cases of 
endarteritis obliterans after sympathectomy the vasocon- 
strictor gradient was abolished, but in a case of frostbite 
the results were disappointing. 

The rise in skin temperature in the lower limbs lasted 
for at least 4 years, but in the upper limbs it rarely lasted 
for more than 6 months; the reason for this difference 
could not be determined. 

The cause of the partial return of tone to denervated 
vessels remains uncertain. The author suggests that a 
rise in skin temperature despite only slightly increased 
blood flow might be due to the opening of arterio-venous 
anastomoses, causing a redistribution of blood in the 
distal portions of the limbs with consequent increased 
dissipation of heat in those parts. E. G. Rees 


156. Successful Prevention of Experimental Hyper- 
cholesteremia and Cholesterol Atherosclerosis in the 
Rabbit . 

O. J. PoLtaK. Circulation [Circulation (N.Y.)] 7, 
696-701, May, 1953. 2 figs., 20 refs. 


A series of feeding experiments, each covering a period 
of 2 weeks, was carried out in which sitosterol, the non- 
absorbable stereo-isomer of cholesterol, was added to 
the diet of rabbits in order to determine its effect on 
the absorption of cholesterol and the development of 
cholesterol atherosclerosis. The sitosterol used was 
about 80% pure, and was suspended in an oil—alcohol 
vehicle. The animals were treated as follows: (1) 10 
rabbits received normal diet with no supplement; 
(2) 10 rabbits received the oil—alcohol vehicle without 
sitosterol; (3) 10 rabbits received cholesterol in doses 
of 1 or 1-5 g. daily; (4) 35 rabbits received sitosterol in 
doses varying between | and 10 g. daily; (5) 50 rabbits 
received 1 g. of cholesterol mixed with 1, 3, 5, 6, or 7 g. 
of sitosterol daily. The serum cholesterol level was 
determined before, and repeatedly during, the experi- 
mental period, and sections of large vessels and of all 
viscera were examined microscopically at the end. 

No significant changes in the serum cholesterol level 
or in the vascular intima were found in Groups 1, 2, and 4. 
In Group 3 the average serum total cholesterol level 
rose from 57 to 800 mg. per 100 ml. during the 2 weeks, 
the value for free cholesterol rising from 21 to 211 mg. 
per 100 ml. and that for the ester from 36 to 589 mg. 
per 100 ml., while 9 out of the 10 animals showed gross 
intimal atherosclerosis. In Group 5 the rise in serum 
cholesterol level in the 10 animals receiving 1 g. of sito- 
sterol daily was significantly reduced, the average total 
cholesterol level rising from 51 to 337 mg. per 100 m1., 
that of free cholesterol rising from 18 to 111 mg. per 
100 ml., and that of the ester from 33 to 226 mg. per 
100 ml., while only in 2 of these rabbits were isolated 
foam cells seen in the intima. No such changes in 
vascular histology were found in the remaining animals 
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in this group, while the rise in serum cholesterol level 
diminished progressively with increasing dosage of sito- 
sterol, no significant increase at all occurring in those 
animals which received 7 g. of sitosterol and 1 g. of 
cholesterol daily. 

The effect of sitosterol is attributable to the fact that 
it forms a single crystal with cholesterol. In theory, 
however, a given amount of the former should bind, and 
prevent the absorption of, an equimolecular quantity 
of the latter; the need for extra sitosterol demonstrated 
in these experiments may be due to the presence of endo- 
genous cholesterol in the intestines. Peter Harvey 


157. Reduction of Blood Cholesterol in Man 
O. J. Pottak. Circulation [Circulation (N.Y.)] 7, 702- 
706, May, 1953. 1 fig., 14 refs. 


In view of the anticholesteraemic action of sitosterol 
demonstrated in rabbits [see Abstract 156], a clinical 
trial was carried out in which 26 healthy persons, whose 
serum total cholesterol levels ranged from 126 to 414 mg. 
per 100 ml. before the experiment, took sitosterol for 
periods varying from 8 days to 8 months, and some of 
them intermittently for 14 months, though the un- 
pleasant taste prevented most subjects from taking it 
for very long at a time. No restriction of diet was 
imposed. Serum cholesterol levels were estimated at 
intervals of a week or less during the administration of 
the material, and various other biochemical investiga- 
tions were also carried out. A mixture of plant sterols 
containing 75 to 80% of sitosterols was used, the daily 
dose being 5, 7, or 10 g. divided into 2 or 3 fractions 
and taken with meals. 

The serum cholesterol level was reduced significantly 
during the period of administration of sitosterol in all 
but 2 subjects (whose initial levels were 144 and 126 mg. 
per 100 ml. respectively), the minimum level being reached 
in 7 to 14 days. The higher the initial blood cholesterol 
level, the more readily was it depressed, and the more 
rapid the depression, the more rapidly did it return to 
its previous level when treatment ceased, this taking 
from 14 to 40 days. The author suggests that the serum 
cholesterol level cannot be depressed below a certain 
basal level because this is maintained by endogenous 
metabolism. Peter Harvey 


158. Effect of Weight Reduction and Caloric Balance on 
Serum Lipoprotein and Cholesterol Levels 

W. J. WALKER, E. Y. LAwry, D. E. Love, G. V. MANN, 
S. A. Levine, and F. J. STARE. American Journal of 
Medicine [Amer. J. Med.| 14, 654-664, June, 1953. 
3 figs., 22 refs. . 


The literature concerned with the relationship between 
obesity and atherosclerosis is reviewed and an account 
is given of an investigation carried out at the Peter Bent 
Brigham Hospital (Harvard Medical School), Boston, 
on 28 male and 11 female subjects, 29 of whom had 
cardiovascular disease. The patients were selected 
primarily because of their willingness to lose weight; 
they were receiving no drugs other than phenobarbitone 
and nitrites, and had not recently been treated with 
heparin. After an initial period of normal diet, the 


CARDIOVASCULAR SYSTEM 


patients’ intake was limited to 1,000 Calories daily, the 
cholesterol content of the diet being at least 600 mg. 
daily. The period of weight loss was considered to have 
ended when the subject failed to lose more than 1/3 Ib. 
(150 g.) per week; the diet was then increased by the 
addition of carbohydrate and protein only, and the 
weight maintained at the reduced level for a further 
period. The period of observation ranged from 2 to 
16 months, with an average of 8 months. Total weight 
loss varied from 7 to 40 Ib. (3:2 to 18 kg.) and averaged 
19 lb. (8-6 kg.). 

Of the 39 subjects, 32 completed an adequate weight- 
maintenance period. Their weight loss averaged 12% 
of that considered desirable, and was accompanied by a 
significant reduction in the serum levels of lipoproteins 
of the S¢ 12-20, S¢21-35, and S¢ 35-100 classes; a 
slight reduction also occurred in the serum cholesterol 
level, but was not statistically significant. The reduction 
in serum lipid level was greatest in those subjects in 
which it was initially greatly elevated. Those subjects 
with an increased serum level of the S¢ 12-20 fraction 
also had increased levels of S¢ 21-35 and S¢ 35-100 
lipoproteins and of cholesterol, and the response to be 
expected could thus be judged from the initial level of 
S¢ 12-20 lipoprotein or of cholesterol. The full reduc- 
tion in serum lipoprotein and cholesterol levels was 
accomplished early in the weight-reducing phase. In 
those subjects who lost weight at a rate of over 2 lb. 
(0-9 kg.) per week the reduction in S¢ 35—100 lipoprotein 
level was greater than in those who lost weight less 
rapidly. 

In order to determine the effect on the serum lipid 
levels of a positive caloric balance, 2 patients were sub- 
jected to forced feeding with a diet low in fat and chol- 
esterol in order to produce a daily gain of at least 1 Ib. 
(0-45 kg.). During this period in each subject there was a 
2- to 3-fold increase in the serum level of S¢ 12-20 lipo- 
proteins and a much larger increase in that of the 
S¢ 35-100 class, while the serum cholesterol level showed 
a significant but delayed rise. These increases must be 
attributed to the supply of extra calories from a non-fat 
source. After their weight had been reduced, 20 subjects 
were then instructed to avoid all eggs and other chol- 
esterol-containing foods for 2 months. No significant 
reduction occurred in the serum cholesterol or lipo- 
protein level. Peter Harvey 


159. Hypercholesterolemia, 
sclerosis 

H. L. BLuMGaRrT, A. S. FREEDBERG, and G. S. KuRLAND. 
American Journal of Medicine [Amer. J. Med. 14, 665- 
673, June, 1953. 35 refs. 


At the Beth Israel and Peter Bent Brigham Hospitals 
(Harvard Medical School), Boston, 7 patients with rheu- 
matic heart disease and one with cor pulmonale, who had 
been treated by total thyroidectomy for severe congestive 
failure, were studied post mortem. These patients had 
been maintained in a myxoedematous state with a basal 
metabolic rate of about —20% for an average of 7-4 years, 
and in 6 cases for 6 to 13 years. Their ages at operation 
ranged from 22 to 63 years, with an average of 44. 
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None of the patients had any disease predisposing to 
atherosclerosis. 

The serum cholesterol level in these patients, which 
before operation averaged 170 mg. per 100 ml., increased 
after operation by an average of 125 mg. per 100 ml., 
values of over 400 mg. per 100 ml. being present for many 
months in some cases, yet the degree of atherosclerosis 
found in the coronary, systemic, and pulmonary vessels 
at necropsy was certainly no more, and probably less, 
than that to be expected in comparable subjects with 
normal thyroid function. Peter Harvey 


VEINS 


160. A Study of Reflex Venomotor Reactions in Man 

J. J. DUGGAN, V. L. Love, and R. H. Lyons. Circulation 
[Circulation (N.Y.)] 7, 869-873, June, 1953. 3 figs., 
16 refs. : 


In studying circulatory reactions greater consideration 
has generally been given to the heart and arterioles than 
to the veins; when it is recalled, however, that the 
greater part of the total blood volume is contained in the 
venous system, the potential importance of the effect of 
venomotor tone becomes evident. In this study, carried 
out at the State University of New York College of 
Medicine, Syracuse, the reflex reactions of a segment of a 
superficial vein in the forearm was investigated in 8 
human subjects by a simple yet adequate technique, a 
sufficiently long segment of vein without communicating 
branches being isolated from the general circulation by a 
clamp at each end and connected to a saline manometer 
via a hypodermic needle. Stimuli such as the creation of 
apprehension, inspiration, immersion of the opposite 
hand in ice-water, and breathing a mixture of oxygen 
(95%) and carbon dioxide (5%) produced vasomotor 
responses of conventional form. The intravenous 
administration of tetraethylammonium chloride or the 
production of stellate ganglion block with procaine 
eliminated the responses. It is concluded from this study 
that the efferent nerves mediating such reactions traverse 
the sympathetic nervous system, passing through 
autonomic synapses. 

[The results are interesting in demonstrating significant 
venomotor responses in the human subject.] 

R. A. Gregory 


161. A Method of Treatment for Varicose Veins 
M. G. Witson. Lancet [Lancet] 1, 1273-1275, June 27, 
1953. 3 figs., 17 refs. 


A method of treating varicose veins by a combination 
of Trendelenburg’s operation and multiple subcutaneous 
ligation along the course of the limb is described in this 
paper from Bristol Royal Infirmary. The vein is 
surrounded by a ligature of braided nylon at each point 
chosen, by a technique which involves passing a large 
needle first deep to the vein, then back through the same 
two puncture holes but superficial to the vein. The 
ligature is then tied tightly and allowed to slip back under 
the skin. In the 50 cases in which this method was used 
there was one death from pulmonary embolism. Some 


difficulty was experienced from the knots when thread 
was used, but when braided nylon was substituted there 
was no trouble. In 4 cases a cutaneous nerve was 
accidentally included in the ligature. 

[This method of treatment, though adequate, appears 
to have nothing special to recommend it, compared with 
the operation of high ligation and stripping which is 
coming into more general use today.] FF. B. Cockett 


SYSTEMIC CIRCULATORY DISORDERS 


162. Clinical Experience with Sympathetic Blocking 
Agents in Peripheral Vascular Disease 

M. Moser, A. G. PRANDONI, J. A. ORBISON, and T. W. 
MATTINGLY. Annals of Internal Medicine [Ann. intern. 
Med.) 38, 1245-1264, June, 1953. 5 figs., 39 refs. 


The authors describe their experience at the Walter 
Reed Army Hospital, Washington, D.C., with “ di- 
benzyline’’ (a derivative of ‘* dibenamine’’), hexa- 
methonium, and “ priscol’’ (tolazoline), in the treat- 
ment of 84 patients with various types of peripheral 
vascular disease. The drugs were given both by mouth 
and parenterally, and for periods up to 2 years. Their 
effects on the skin temperature or blood flow or both were 
investigated in most patients in addition to assessment 


-_ of the clinical response. 


In cases of vasospastic disorders a placebo was 
alternated with the drug employed, patients responding 
to the placebo being excluded from consideration. The 
characteristic colour changes were produced in all 
patients with vasospastic disorders within 20 minutes 
in a cold room (10 to 19° C.). Dibenzyline, in doses of 
20 to 50 mg. 3 or 4 times a day by mouth, was more 
effective in reducing the severity and duration of attacks 
than priscol. Hexamethonium, which was unreliable 
by mouth, brought about a transient return of normal 
colour and warmth when given intravenously, and 
prevented the induction of attacks by exposure to a low 
room temperature (13°C.). Dibenzyline and hexa- 
methonium, despite their side-effects, assisted the healing 
of ulcers in cold, cyanotic extremities; recurrence of . 
ulceration on withdrawal of the drugs was treated success- 
fully by sympathectomy. 

Of patients with occlusive arterial disease, only very 
few showed any significant improvement in exercise 
tolerance during the oral administration of dibenzyline 
or priscol. Several showed an increase in peripheral 
blood flow after the intravenous administration of 
dibenzyline or hexamethonium or the intra-arterial 
injection of priscol, and this was considered to be an 
indication for sympathectomy; in the majority, however, 
no significant increase occurred and sympathectomy 
was consequently not advised. Occasionally, indeed, 
increase in pain and cooling of the skin suggested that 
sympathectomy would be harmful. 

To patients with symptoms following frostbite or with 
causalgia, dibenzyline was sometimes of temporary bene- 
fit, but its effectiveness decreased in a few weeks despite - 
increased dosage. Temporary relief of causalgia fol- 
lowed the intravenous injection of hexamethonium. 


Side-effects prevented continuation of treatment with 
dibenzyline more often than with priscol, and the authors 
urge caution in the use of the former in the case of the 
elderly patient, in whom it may induce dangerous tachy- 
cardia. They suggest that these drugs may best be used 
in repeated short courses (for example, during cold 
weather) to avoid the development of tolerance, and also 
as a means of determining the advisability of sym- 
pathectomy. 

[Since neither nerve block nor sympathectomy was 
carried out on patients failing to respond to the drugs, 
the contention that they enable the effect of sympath- 
ectomy to be forecast lacks support. The effect of the 
drugs on the blood pressure in the cases of occlusive 
disease is not described; a fall in pressure would be likely 
to diminish flow beyond an arterial block and may have 
accounted for some of the unsatisfactory results. There 
are several points of interest in this paper concerning the 
behaviour of individual patients and the relative activities 
of the drugs which have necessarily been omitted from 
this summary.] C. J. Longland 


163. Surgery in Severe Hypertension. A Survey of 
Results 

F. p’Asreu. Lancet [Lancet] 1, 1164-1169, June 13, 
1953. 7 figs., 14 refs. 


After remarking that the surgical treatment of hyper- 
tension “‘ has in late years had a bad press in Britain 
from physicians’’, the author describes the results in 
30 of his own patients operated on at the Westminster 
Hospital, London, over 5 years ago, out of a total of 
106 patients treated surgically for hypertension up to the 
present time, with 5 operative deaths. The 30 patients 
are classified according to the severity of the changes 
in the optic fundus, following Keith, Wagener, 
and Barker (Amer. J. med. Sci., 1939, 197, 332). No 
Grade-1 patients were operated on; among the patients 
in other grades, survival was much better than in those 
cases reported by the above authors. 

{No further details of the selection of these 30 cases 
are given, nor are the numbers falling into each grade 
mentioned ; hence the precise significance of the differ- 
ences in survival between the two series cannot be judged.] 
The survival rates in the author’s patients resemble closely 
those reported by Smithwick (J. Amer. med. Ass., 1951, 
147, 1611), which are quoted. 

Smithwick’s numerical classification is next described, 
and is considered to give a more reliable prognosis than 
grading by fundus changes alone. It was noted that 
papilloedema was not necessarily the worst prognostic 
sign. Pregnancy was found to reduce the blood pressure 
in several patients who had previously undergone 
sympathectomy. 

A thoraco-lumbar technique was employed, and 
ablation of the coeliac ganglion and avoidance of damage 
to the pleura are considered important. Postoperative 
pain is stated to be avoidable by removal of a length of 
the subcostal nerve. 

Discussing the value of sympathectomy for severe 
hypertension, the author draws a parallel with the treat- 
ment of early carcinoma of the breast, surgery in both 
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conditions greatly prolonging survival as compared with 
untreated or medically treated cases, although in many 
cases the patient is not cured. While acknowledging 
that the value of the methonium compounds has yet to 
be assessed, it is argued that “if the same approach 
were made to hypertension as is made to cancer, the 
evidence we have at present would establish surgery to 
be as obligatory in the severe cases as a radical mas- 
tectomy is for early carcinoma of the breast ”’. 
C: J. Longland 


164. Dibenzyline: Results of Therapy in Patients with 
Hypertension and a Comparison with Hexamethonium, 1- 
Hydrazinophthalazine and Semipurified Extracts of 
Veratrum 

S. I. MILter, R. V. Forp, and J. H. Moyer. New 
England Journal of Medicine [New Engl. J. Med.] 248, 
576-582, April 2, 1953. 1 fig., 16 refs. 


A comparative investigation of the effects of ‘* diben- 
zyline 
amine), hexamethonium bromide, and the alkaloids of 
veratrum viride in severe hypertension was carried out 
at the Veterans Administration and Jefferson Davis 
Hospitals, Houston, Texas. 

Dibenzyline was given to 32 patients with hypertension, 
after a control period of several weeks in which placebos 
were administered, in a dosage of one 20-mg. capsule 
four times a day, the dose being increased at weekly 
intervals until a hypotensive or toxic effect was observed. 
In 12 of the 17 patients whose diastolic pressure exceeded 
140 mm.Hg there was a fall in the mean blood pressure of 
20 mm. or more, averaging 37 mm. in the supine and 
54 mm. in the standing position. The average dose of 
the drug required was about 130 mg. four times daily, but 
the amount varied between 20 and 360 mg. four times a 
day. Side-effects were troublesome, and 8 of the 23 
patients who responded initially had to discontinue 
taking the drug because of tachycardia, angina pectoris, 
dizziness, or gastro-intestinal irritation. Only 11 patients 
in the group experienced sufficient benefit -to continue 
treatment for more than 3 months. 

Dibenzyline acts peripherally at the sympathetic neuro- 
effector (vasoconstrictor) site; a marked tachycardia is 
associated with the fall in blood pressure. On this 
account the authors consider that this drug should not be 
given in cases of coronary insufficiency or heart failure. 
No toxic effect on the blood-forming organs was noted, 
though the drug is chemically related to the nitrogen 
mustards. 

Of the 54 patients given hexamethonium by mouth, 
46 responded with a fall in the mean blood pressure of 
20 mm. Hg or more. Side-effects were much less 
distressing and could be more easily controlled by 
regulation of the dose than was the case with dibenzyline. 
Symptomatic improvement occurred in 11 out of 14 
patients with angina and in 18 out of 22 with headache. 
Retinopathy improved in 7 out of 11 with Grade-3 and 9 
out of 10 with Grade-4 changes in the fundi. 

When “ apresoline ’’ (hydrallazine) was combined with 
hexamethonium in the treatment of 13 patients who had 
shown an inadequate response to the latter drug alone, a 
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good clinical response was obtained in 7. A significant 
reduction in the mean blood pressure was observed in 
only 17 out of 52 patients given apresoline alone, and in 
only 4 of these was there a satisfactory hypotensive effect 
for more than a year. Tachycardia, vomiting, and 
diarrhoea proved troublesome. 

The results of treatment with extracts of veratrum 
viride were disappointing, nausea and vomiting usually 
accompanying any hypotensive effect. 

The authors conclude that hexamethonium, alone or in 
combination with apresoline, is the treatment of choice 
for severe hypertension. Dibenzyline should be reserved 
for patients who are intolerant of or unresponsive to these 
drugs. Keith Ball 


165. Parenteral Hexamethonium in Hypertension 
B. Morrison. British Medical Journal [Brit. med. J.] 1, 
1291-1299, June 13, 1953. 6 figs., 19 refs. 


In this paper from the Postgraduate Medical School 
of London, the author presents her results in the treat- 
ment with hexamethonium bromide of 39 patients 
(17 men and 22 women) aged 22 to 64 years suffering 
from essential, malignant, or renal hypertension with 
complications. A starting dose of 25 to 50 mg. of hexa- 
methonium was given 8-hourly subcutaneously and was 
increased by increments of 25 to 50 mg. until the 
systolic blood pressure in the erect position one hour 
later was as low as possible without producing undue 
faintness. After 3 to 4 weeks’ treatment in hospital 
and instruction in self-administration the development of 
resistance to the drug had usually slowed down, and 
the patients continued treatment at home, attending for 
supervision as Out-patients. 

Reduction in the mean systolic pressure ranged from 
20 to 90 mm. Hg, and in the mean diastolic pressure from 
8 to 40 mm. Hg. During treatment there were 5 deaths 
from cardiac, cerebral, or renal complications, and 6 
patients discontinued treatment for various reasons, 
leaving 28 patients who received regular therapy over 
periods ranging from 3 to 15 months. Hypertensive 
headaches were almost completely relieved in 15 out of 
19 patients, and were lessened in the remaining 4. Recur- 
rent giddiness disappeared, and there was no recurrence 
of encephalopathy except in one case. Papilloedema 
diminished within a week; later, exudates hardened 
and haemorrhages were reabsorbed, with restoration 
of normal vision after about 6 months. Dyspnoea on 
exertion and paroxysmal nocturnal dyspnoea were 
generally improved. After 3 to 6 months’ treatment, 
cardiac volume was diminished in 5 out of 7 cases and 
electrocardiographic signs of left ventricular hypertrophy 
became more nearly normal in 6 out of 16 cases. 

There was no evidence that hexamethonium had 
accelerated the progress of renal disease. Dryness of 
the mouth, dysphagia, pupil changes, and difficulty of 
micturition were usually relieved by giving 25 to 50 mg. 
of B-methylcholine urethane sublingually at the time of 
injection, the bladder being emptied before the injec- 
tion. Side-effects were troublesome in proportion to 
the size of the dose, being most severe in cases developing 
a higher degree of “‘ tolerance’’. The author did not 
regard this as true tolerance, because there was no coinci- 
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dental lessening of ganglion-blocking power. Omis- 
sion of treatment for 12 to 24 hours promptly relieved any 
serious side-effects. ‘Complications included one case 
of coronary thrombosis and 2 major and 2 minor 
cerebral vascular accidents; a recent development has 
been the occurrence of dyspnoea on exertion (relieved 
by lying flat) and symmetrical opacities in the lung 
fields on radiological examination in 3 patients after 
7, 9, and 15 months respectively of successful treatment. 
Necropsy in one of these cases revealed central induration 
of both lungs due to extensive cornification: 


I. Ansell 


166. Delirious Reactions Secondary to Thiocyanate 
Therapy of Hypertension 


C. A. Domzatsk1, L. C. Kits,'and E. A. Hinges. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo. Clin.] 28, 272-280, May 6, 1953. 31 refs. 


167. Clinical Method for Measuring Capillary Blood 
Pressure and its Application in Hypertension 

E. Davis. Archives of Internal Medicine [Arch. intern. 
Med.) 91, 715-720, June, 1953. 10 refs. 


Hitherto the capillary blood pressure in man has been 
determined either by a method in which direct external 
pressure is applied until the flow in the nail-bed capil- 
laries is obliterated or by Landis’s method, in which a 
micropipette is introduced into the lumen of a capillary. 
Both methods are cumbersome and unsuitable for clinical 
use. In this paper the author describes a technique, 
which he uses at the Rothschild-Hadassah University 
Hospital, whereby external pressure is applied by means 
of a small sphygmomanometer cuff and the pressure 
slowly released until flow becomes normal again in nail- 
bed capillaries from which it has been obliterated. 
Criticisms of the method are that nail-bed capillary flow 
varies widely in different fingers and at different times; 
in some patients nail-bed capillaries are too difficult to 
see clearly; the application of external pressure may 
modify capillary pressure; and readings at the nail bed 
may not hold for capillaries elsewhere. 

Blood pressure in the nail-bed capillaries was deter- 
mined in 57 patients with hypertension and 69 controls. 
A’ capillary pressure over 45 mm. Hg was considered 
high. In 23 hypertensive patients the capillary pressure 
was 45 mm. Hg or higher, and in all these the diastolic 
arterial pressure was above 95 mm. Hg. In most of the 
patients in the hypertensive group capillary morphology 
was abnormal. The majority of the hypertensive patients 
with albuminuria or advanced retinopathy and all the 
patients with cerebral vascular disturbances had a high 
capillary pressure. 

[The author assumes that he is measuring capillary 
pressure. To the abstracter this seems most unlikely. 
To the nail-bed capillaries a cuff around the finger will 
act as a cuff around the upper arm. Under these 
circumstances the pressure in some capillaries at least 
will rise with the venous pressure as the cuff is inflated 
until systolic arterial pressure is reached.] 

D. W. Barritt 


See also Pharmacology, Abstract 46. 
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168. Intra-arterial Transfusion. The Potassium 
Hazard 

D. G. MeLrose and A. O. Witson. Lancet [Lancet] 1, 
1266-1268, June 27, 1953. 3 figs., 19 refs. 


In stored blood there is a steady passage of potassium 
from the cells into the plasma, in which a level of 40 mg. 
per 100 ml. may be reached in a little over a fortnight— 
a lethal concentration if present in the circulation. 
Potassium intoxication is a remote possibility in intra- 
venous transfusion, but assumes a much greater signi- 
ficance when large amounts of blood are given rapidly 
into an artery, the diminished cardiac output of severe 
haemorrhagic shock, the chief indication for intra- 
arterial transfusion, allowing a reverse flow so that the 
coronary vessels may be directly perfused with blood 
whose plasma contains a dangerously high concentration 
of potassium. 

To eliminate this danger the authors recommend 
decanting the plasma from each bottle of stored blood 
to be used for intra-arterial transfusion and its replace- 
ment with saline or dextran solution; a reduction by 
40°% in the extracellular potassium level is claimed. 
To ensure that the blood passes directly into the coronary 
vessels they advise transfusion at a speed of not less 
than 300 ml. per minute, and have found a simple rotary 
pump adequate for this purpose. J. S. Campbell 


169. Treatment of Pernicious Anemia with Crystalline 
Vitamin 

L. M. Meyer, A. Sawitsky, N. D. Ritz, and C. BRAHIN. 
Blood [Blood] 8, 358-369, April, 1953. 6 figs., 4 refs. 


Six patients with pernicious anemia in relapse were 
treated with 1-0 yg. of vitamin B)2» intramuscularly, 
daily, for 35 to 210 days. Clinieal and hematologic 
remissions were unsatisfactory in all instances. In 4 
cases the dose was increased to 2:0 to 4-0 wg. a day in 
order to attain optimal results. 

Three other patients were treated with 2:0 ug. of 
vitamin B,2» intramuscularly, daily, for 90 to 190 days. 
Satisfactory clinical and hematologic remissions were 
observed. Crystalline vitamin B;>p is probably less potent 
as an anti-anemia agent than crystalline vitamin B;2.— 
[Authors’ summary.] 


170. Control of the Postirradiation Hemorrhagic State 
by Platelet Transfusions 

M. C. Woops, F. N. GAMBLE, J. FurtTH, and R. R. 
BicELow. Blood [Blood] 8, 545-553, June, 1953. 
2 figs., 23 refs. 


Experiments were carried out at Oak Ridge National 
Laboratory, Oak Ridge, Tennessee, to determine whether 
the haemorrhagic tendency, which has been observed to 
follow massive x-irradiation, could be controlled by in- 
jection of a suspension of blood platelets. Dogs and rats 
were given an LDso or larger dose of x rays, and when the 
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animals were considered to be in the haemorrhagic state 
they were given an intravenous infusion of concentrated 
homologous blood platelets, prepared: according to the 
method of Dillard et al. (Proc. Soc. exp. Biol., 1951, 78, 
796; Abstracts of World Medicine, 1952, 11, 371). 
The response of the animal was gauged from the blood 
platelet level and the erythrocyte count in the lymph 
(obtained from lymph-venous anastomoses in the dog and 
mesenteric lymph fistulae in the rat). In the haemor- 
rhagic state following irradiation the lymph contains 
large numbers of erythrocytes which have passed out of 
the circulatory system. 

It was found that 15 to 30 minutes after the infusion the 
blood platelet level rose from 50,000 per c.mm. to 107,000 
per c.mm. in the dog and 310,000 per c.mm. in the rat. 
The lymph erythrocyte count fell from an average of 
270,000 to 12,000 per c.mm. in the dog and from an 
average of 900,000 to 30,000 per c.mm. in the rat. 

The authors state that while the mechanism of platelet 
action remains to be demonstrated, their investigation 
supports the views of earlier workers that a platelet 
deficiency is the main cause of the post-irradiation 
haemorrhagic state. John F. Loutit 


171. Anti-haemophilic Effect of Vitamin B;>. 
antiemofilico della B;>) 

G. Sorciu and G. LENz1. Haematologica [Haemato- 
logica] 37, 321-338, 1953. 8 figs., 9 refs. 


At the Medical Clinic of the University of Bologna 
4 haemophilic patients (whose cases are well documented) 
were treated with doses of 20 to 200 yg. of cyanocobala- 
min (vitamin B;2). The coagulation time was shortened 
very markedly in all, and general clinical improvement 
took place; although the improvement was transitory, . 
it could be prolonged by suitable maintenance doses. 
In 2 of the cases high dosage for a short time permitted a 
surgical operation to be carried out without undue 
haemorrhage. E. Neumark 


(Effetto 


172. Christmas Disease. A Condition Previously 
Mistaken for Haemophilia 

R. Biccs, A. S. DouGLas, R. G. MACFARLANE, J. V. 
Dacte, W. R. Pitney, C. MERSKEY, and J. R. O'BRIEN. 
British Medical Journal (Brit. Med. J.] 2, 1378-1382, 
Dec. 27, 1952. 3 figs., 10 refs. 


Haemophilia, which is a disease of males with sex- 
linked, recessive inheritance, has been shown to be 
divisible into two entities. The one, haemophilia sensu 
stricto, is a hereditary haemorrhagic diathesis due to a 
delay in blood thromboplastin formation caused by 
deficiency of antihaemophilic globulin. The other, 
here termed “‘ Christmas disease ’’ after the patient in 
whom it was first identified, is a similar disease, but is 
caused by deficiency of a factor related to that factor 
which is reduced in patients given ethyl biscoumacetate 
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—Koller’s Factor VII. This deficiency results in a 
delay in the formation of thromboplastin in shed blood. 
The blood or plasma of patients with each of the two 
diseases corrects the clotting defect in the other as 
effectively as does normal blood or plasma. 

The two entities can be distinguished by studying in 
vitro the effect on the clotting time of the patient’s plasma 
of additions of normal and of known haemophilic plasma, 
or more certainly by the thromboplastin generation test, 
which also provides the best means of estimating the 
bleeding tendency in subjects with Christmas disease. 
The best treatment for Christmas disease seems to be the 
transfusion of stored plasma or blood, the quantity 
required being about 2 pints (1-1 litre) of the former 
or 4 pints (2:3 litres) of the latter. The bleeding 
tendency persists until the result of the thromboplastin 
generation test is brought within normal limits. 

George Discombe 


173. Chronic Myeloid Leukaemia. I. Some Observa- 
tions on Chronic Myeloid Leukaemia 

D. A. G. Gatton. British Journal of Radiology (Brit. J. 
Radiol.) 26, 285-290, June, 1953. 9 figs., 7 refs. 


The author discusses three features of chronic myeloid 
leukaemia observed during therapeutic trials of ‘ my- 
leran”’ (1 : 4-dimethanesulphonyloxybutane) at the 
Royal Cancer Hospital, London. (1) The anaemia that 
occurs in the later stages of the disease may be due to 
myelopoiesis increasing at the expense of erythropoiesis 
or to excessive destruction of erythrocytes; the available 
evidence suggests that both these mechanisms operate, 
increased erythrocyte destruction being linked with spleno- 
megaly. Myleran, like other drugs used in the treatment 
of chronic leukaemia, relieves the anaemia by reducing 
the myelopoiesis and by reducing the size of the spieen. 
(2) Malaise to the point of prostration may occur in- 
dependently of anaemia, and has been noted to be linked 
with a rising count of immature leucocytes in the peri- 
pheral blood. (3) Acute relapse, with the appearance of 
many myeloblasts in the peripheral blood, may occur 
abruptly and sometimes seems to be directly precipitated 
by treatment with drugs such as myleran. The author 
suggests that the disease ‘“‘ may be compared to malignant 
growths which become progressively less differentiated 
and less amenable to treatment ’’, and that when a stage 
is reached at which the immature myeloid cells are no 
longer sensitive to the drug, they are able to multiply 
rapidly while mature, drug-sensitive cells are still being 
removed. M. C. G. Israéls 


174. Chronic Myeloid Leukaemia. II. A Comparative 
Analysis of the Incidence and of the Results of Treatment 
of 56 Cases 

E. M. Leputt. British Journal of Radiology [Brit. J. 
Radiol.] 26, 290-295, June, 1953. 8 figs., 23 refs. 


In a series of 56 cases of chronic myeloid leukaemia 
treated at the Royal Cancer Hospital, London, during 
the 15-year period 1936-51, the age incidence of the 
disease showed two peaks, at 38-40 years and 48-50 
years respectively. (It is pointed out that although the 
number of deaths from “ leukaemia and aleukaemia ”’ 


reported by the Registrar-General each year has risen 
steadily between 1989 and 1949, the rise is much less 
striking if corrections are made for the changing age- 
distribution in the population.) As in previously reported 
series, the average duration of life from the onset of the 
first symptom was relatively short (3-3 years), although 
individual patients survived for much longer periods. 
For example, of the 17 patients treated with x rays alone, 
4 survived for more than 4 years, and of the 26 treated 
with a combination of x rays and chemotherapy, 9 sur- 
vived for more than 4 years. Of the various methods of 
treatment used, only three were considered to warrant 
full clinical trial—x rays, which were used in the majority 
of cases, urethane therapy, and “* myleran” therapy. 
Urethane therapy was generally unsuccessful and is no 
longer used; treatment with myleran has been more 
successful, but the drug is still under trial and the dosage 
has to be carefully controlled. The author considers that 
x-ray therapy remains the best available method of treat- 
ment in cases of chronic myeloid leukaemia. 

[Any comparative evaluation of the different methods 
of treatment used in this series is difficult on the basis of 
the information provided, no less than 26 out of the 56 
patients having received more than one form of treat- 
ment. The nitrogen mustards, which are regarded by 
many workers as the most successful chemotherapeutic 
agents for chronic leukaemia, are not mentioned.] 

M. C. G. Israéls 


175. Non-total Diffuse Lymphomatosis with Sym- 
metrical Involvement of Lymph Nodes. (La lympho- 
matose diffuse non totale a localisation glandulaire 
symétrique) 

L. FRUHLING, S. RoGer, and P. Joparpb. Sang [Sang] 
24, 301-337, 1953. 18 figs., 31 refs. 


In this paper from the Pathological Institute, Stras- 
bourg, the authors describe in detail the clinical and post- 
mortem pathological findings in 5 cases of a condition 
which they have called ‘* non-total diffuse lymphomatosis 
with symmetrical involvement of lymph nodes”, and 
which they consider to be a separate disease entity. 
The condition, the aetiology of which is unknown, is 
malignant, may or may not be accompanied by fever, 
and is characterized by a hyperplasia of mature lympho- 
cytic cells. Involvement of the lymph nodes is general, 
but some parts of the reticulo-endothelial system may be 
more affected than others. However heavily the lymph 
nodes are involved, the liver and spleen are only slightly 
affected and the bone marrow is nearly always intact; 
the peripheral blood is never involved. 

Clinically, lymphocytic infiltration, forming large 
masses, may be found in the skeleton, the parotid or 
mammary gland, and the kidneys or testes. The prog- 
nosis is poor and in the cases described death occurred 
in a matter of months. In discussing possible treatment 
the authors strongly advise against the use of surgery 
or radiotherapy, these methods having proved fatal 
in one case each respectively. It is suggested that a 
cytolytic agent such as nitrogen mustard or cortico- 
trophin (ACTH) might prove of some benefit. 

T. M. Pollock 
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176. Pulmonary Emphysema Treated by Pneumo- 
peritoneum 

R. D. C. BRACKENRIDGE and A. T. Jones. British 
Medical Journal (Brit. med. J.) 1, 1135-1139, May 23, 


1953. 6 figs., 17 refs. 


Treatment by pneumoperitoneum was given to 9 
patients with pulmonary emphysema at the County 
Hospital, Whiston, Lancashire. There was some 
improvement in the dyspnoea in 6; 3 patients were not 
helped by the treatment, but 2 of these had chronic 
heart failure and the third had severe asthma, making 
it unlikely that they would derive benefit from the 
operation. In 4 patients free fluid developed in the 
abdomen, which did not, however, cause inconvenience. 
The excursion of the diaphragm usually increased (from 
1-8 to 2-8 cm.) when the pneumoperitoneum was present, 
but there was no large increase in vital capacity. 

Arthur Willcox 


177. A New Approach to Pulmonary Emphysema 

O. A. Apsott, W. A. Hopkins, W. E. VAN FLeErT, and 
J. S. Ropinson. Thorax [Thorax] 8, 116-132, June, 
1953. 11 figs., 8 refs. 


The authors, working at Emory University School of 
Medicine, Georgia, studied in detail 294 patients with pul- 
monary emphysema. Of these, 127 were below the age 
of 50, 61 were females, and at least 40% had a family 
history of the disease. Among the possible aetiological 
factors present, a history of chronic cough was much the 
most prominent; tobacco irritability was found in 214 
cases, suppuration in 209, and evidence of bronchospasm 
in 267. 

In discussing the mechanism of production of em- 
physema, the authors suggest that there is interdepen- 
dence between the two circulations—of blood and of 
air—in the lungs, and that obstruction, partial or com- 
plete, of one results in a decreased flow in the other. 
Thus continued partial or intermittent complete obstruc- 
tion of the bronchi leads not only to alveolar distension, 
but also to reflex spasm of blood vessels which is fol- 
lowed by atrophy of the lung tissue. The hypertrophic 
type of pulmonary emphysema, as opposed to the bul- 
lous type, originates in a localized form and gradually 
spreads throughout the lungs, compression of adjacent 
tissue by the foci of alveolar over-distension aiding the 
progress of the disease. On this basis a new classifica- 
tion of pulmonary emphysema into three specific types 
is proposed, as follows: (I) symptomatic disease with 
no permanent organic change; (II) localized disease 
with permanent organic change; and (III) generalized 
disease, (a) bullous, (6) mixed bullous and hypertrophic, 
and (c) hypertrophic. 

All the authors’ cases were first treated conservatively 
for 4 to 6 months, smoking being prohibited, antispas- 
modics given, and infection eradicated. Good results 
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were obtained with this regimen in many cases, especially 
those of Type I. In 67 cases the patient was subsequently 
subjected to surgery—complete denervation of the lung, 
sympathectomy, vagotomy, or resection of affected tissue. 
In the bullous and mixed types resection together with 
denervation produced marked improvement, and in many 
cases there was no further progression of the disease. 
Denervation alone was carried out in cases of the diffuse 
hypertrophic types (IIIb and IIIc), with poor results in 
most, but with improvement in a few. The benefits of 
surgery were greatest when the disease was still localized, 
whereas in the severe, generalized cases with fixed em- 
physema no improvement followed. 
A. Gordon Beckett 


178. Bronchiectasis: a Study Centred on Bedford and 
its Environs 

N. WyNn-WILLIAMS. British Medical Journal (Brit. med. 
J.] 1, 1194-1199, May 30, 1953. 26 refs. 


The number of undoubted cases of bronchiectasis 
found by the author in the Bedford area at the end 
of 1951 was 200 in a population of about 150,000, 
an estimated incidence of 1-3 per 1,000. From 1947 to 
1951 a total of 166 cases were confirmed by broncho- 
graphy, and the statistics given in this paper refer only 
to these cases, of which 87 were in men and 79 in 
women. 

The disease was bilateral in 87; the right side was 
involved in 40 cases and the left side in 39. The fusi- 
form variety of the disease was by far the commonest. 
The lingula pulmonis was involved in the majority of 
cases of left lower-lobe bronchiectasis. When the lower 
lobe was involved the apical bronchus escaped in 50% 
of cases. The principal aetiological factors were ** pneu- 
monia ’’, pertussis and infectious fevers, recurrent bron- 
chitis, primary tuberculosis, and mustard gas (5% of 
cases). In the majority of the cases a history of ante- 
cedent cause was elicited. In 73 patients symptoms 
started before the age of 10, the number decreasing with 
each succeeding decade. The fourth decade was the 
commonest age at which patients came under observation, 
the average duration of symptoms being then 17-9 years. 
Poor physique was not as prevalent as might have been 
expected, and there was little interference with school or 
work. In children the disease was often masked by 
bronchitis, and sinus infection was commoner than in 
adults. 

In discussing the diagnosis of bronchiectasis the author 
stresses the importance of radiography. Out of the total, 
in only 3 patients was the postero-anterior radiograph 
normal. Beyond the usual radiological changes, atten- 
tion is especially drawn to mediastinal shift, alterations 
in the hemidiaphragm, and crowding and thickening of 
the pulmonary markings. 

The prognosis is considered to be better than is usually 
taught. Over the period of surveillance little change was 
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noted in the condition of most of the patients. Of the 
few who died, all had extensive disease; the average 
duration of symptoms in these cases was 14:5 years. 
The author considers that chloramphenicol is more 
effective than either penicillin or streptomycin in reducing 
the amount of sputum; he advises that treatment during 
exacerbations should be limited to a few days, as the 
basic amount of sputum always returns in spite of con- 
tinuing therapy. Of 6 patients on whom resection was 
performed, 3 were improved, 1 was unchanged, and 2 
became worse owing to the development of broncho- 
pleural fistula. The author states that it is now obvious 
that the prognosis of bronchiectasis has been radically 
altered by the introduction of the antibiotics, mainly by 
the eradication of pyogenic complications. Finally, he 
enters a plea for the conservative treatment of this disease. 
[This is a well-balanced article containing much helpful 
statistical detail.] Paul B. Woolley 


179. Adenochondroma of Lung. A Report of Five 
Cases 

D. B. Brewer, V. S. Brookes, and K. VALTERIS. 
British Journal of Tuberculosis and Diseases of the Chest 
[Brit. J. Tuberc.) 47, 156-161, July, 1953. 10 figs., 
7 refs. 


180. Primary Pulmonary Sarcoidosis. 1. Early Signs 
and Symptoms. [In English] 

S. LOFGREN. Acta medica Scandinavica [Acta med. 
scand.| 145, 424-431, June 23, 1953. 5 figs., 13 refs. 


In this paper, from St. Goran’s Hospital, Stockholm, 
the author describes the early symptoms and signs in 
212 patients (161 women, 51 men) who were considered 
to have primary pulmonary sarcoidosis, the diagnosis 
being based on the presence of bilateral hilar lymph-node 
enlargement with a negative or weakly positive tuber- 
culin reaction and, in approximately half the cases, 
the findings on histological examination. 

Erythema nodosum was the presenting symptom in 
113 cases, and usually preceded the lymph-node enlarge- 
ment. In 29 cases the symptoms were cough, dyspnoea, 
and joint pains, and in 70 sarcoidosis was discovered on 
routine x-ray examination, although some of these 
patients had minor symptoms. Radiological examina- 
tion of the chest in most of the patients during the 
preceding 2 years revealed nothing abnormal. Hilar 
lymph-node enlargement when first seen was occasionally 
unilateral; enlargement of paratracheal lymph nodes, 
usually on the right side alone but occasionally bilateral, 
was present in 37% of cases. Parenchymal lesions were 
occasionally (13%) present at the onset. Lymph-node 
enlargement was thought to be responsible in some cases 
for pain in the chest or between the shoulder blades. 
Peripheral lymph nodes suitable for biopsy examination 
were found in half the cases, usually in the supraclavi- 
cular fossa near the head of the sternomastoid on the 
right side. Moderate or marked pyrexia and arthritis 
with tender or swollen joints were frequent symptoms, 
but there was little change in the electrocardiogram. 
The erythrocyte sedimentation rate was over 40 mm. 
per hour in three-quarters of the patients. 


The author discusses the differential diagnosis from 
primary tuberculosis and acute rheumatism. He con- 
cludes that primary sarcoidosis is a common cause of 
erythema nodosum. J. W. Litchfield 


181. The Arterial Oxygen Tension in Rest and during 
Effort as a Test of Pulmonary Function 

V. O. ByOrK, P. A. Micuas, and L. G. UGGLa. Journal 
of Thoracic Surgery [J. thorac. Surg.] 25, 558-569, June, 
1953. 3 figs., 17 refs. 


In this paper from the Sabbatsberg Hospital, Stock- 
holm, the authors describe an investigation of pulmonary 
function, which was determined by estimating the 
oxygen (pO2) and carbon dioxide (pCO>) tensions in the 
arterial blood, in 29 healthy subjects and 108 patients 
with pulmonary disease at rest and during effort. The 
tension of the gases in arterial blood was calculated 
according to the method of Riley et al. (J. biol. Chem., 
1945, 161, 621). 

The most significant findings were: (1) the arterial 
oxygen tension method is much superior to the satura- 
tion method for the measurement of small changes in 
the arterial blood ; (2) effort has no significant influence 
on the arterial pO2 in patients with a low pulmonary 
reserve ; (3) the resting arterial pO> is a good indication 
of the pulmonary reserve and is therefore a reliable test 
of lung function, provided cardiovascular disorders can 
be excluded. A. I. Suchett-Kaye 


182. Trypsin Inhalations in Respiratory Conditions with 
Thick Sputum 

L. UNGER and A. H. UNGER. Journal of the American 
Medical Association [J. Amer. med. Ass.| 152, 1109-1113, 
July 18, 1953. 12refs. 


In an attempt to find a non-toxic preparation which 
would lessen the viscosity of sputum, the authors, at the 
Northwestern University Medical School, Chicago, gave. 
crystalline trypsin dissolved in Sorensen’s phosphate 
buffer solution in aerosol form to 81 patients suffering 
from bronchiectasis, acute post-operative pulmonary 
atelectasis, bronchitis with asthma, chronic asthma with 
emphysema, or bulbar poliomyelitis. From 1 to 8 
inhalations constituted a course of treatment, the dose 
of trypsin being progressively increased from 75,000 to 
125,000 units. Larger doses, which were at first given, 
were often followed by hoarseness. 

Nearly all the patients derived considerable benefit 
from this treatment, being able to cough up large quanti- 
ties of thick, tenacious sputum. The poorest results 
were obtained in 31 patients with chronic asthma and 
emphysema, half of whom were not improved. In 8 
patients with bulbar poliomyelitis who had undergone 
tracheotomy the trypsin aerosol was given directly into 
the trachea; in every case large amounts of tenacious 
mucus were aspirated afterwards, with markedly bene- 
ficial results. 

Transient hoarseness, a slight facial rash, increase in 
bronchial spasm, and vomiting were occasionally noted, 
but the incidence of such side-effects was reduced by 
careful technique and preliminary administration of 
adrenaline and antihistamine drugs. John R. Forbes 
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Otorhinolaryngology 


183. Labyrinthine Syndromes of Cervical Origin. 
Their Treatment by Infiltration of the Cervical Sym- 
pathetic Chain and by Vertebral Neurotomy. (Les 
syndromes labyrinthiques d'origine cervicale. Leur 
traitement par les infiltrations du sympathique vertébral 
et par neurotomie vertébrale) 

—. MASPETIOL, —. CHARDIN, and —. MILLARD. Annales 
d’oto-laryngologie [Ann. Otolaryng. (Paris)] 70, 90-110, 
1953. 


The authors discuss the various forms of labyrinthine 
disturbance attributable to lesions of the cervical sym- 
pathetic nerves, and particularly of the vertebral nerves, 
on the basis of observations on 28 cases, the majority 
of which were treated at the Laénnec Hospital, Paris. 
Of these, 11 cases were of the vestibular type, 6 being 


treated by infiltration of the vertebral nerves with 


20 ml. of 0°5% procaine or by vertebral neurotomy; 
10 cases were of the cochleo-vestibular type, of which 
4 were treated by vertebral infiltration; and 7 cases were 
of the pure cochlear form, 3 being treated by vertebral 
infiltration. Section of the vertebral nerve was reserved 
for cases in which infiltration brought about transitory 
improvement only. R. Scott Stevenson 


184. Perceptive Deafness Associated with Prophylactic 
Use of Tetanus Antitoxin 

M. D. BerGer and A. R. Sacus. Archives of Oto- 
laryngology [Arch. Otolaryng. (Chicago)| 57, 501-508, 
May, 1953. Bibliography. 


From an extensive review of the literature the authors 
conclude that neurological complications of serum disease 
following therapeutic or prophylactic administration of 
antitoxic sera may include every kind of manifestation 
from cerebral syndromes—aphonia, alexia, ocular palsies, 
and hemiplegia—to paralysis of single muscles, such as 
the serratus anterior or deltoid. 

As such complications are comparatively uncommon 
the authors, writing from the Jewish Hospital, Brooklyn, 
describe a case following prophylactic administration 
of antitetanus serum in a woman of 23 who was given 
3,000 units of tetanus antitoxin for a laceration of the 
knee sustained in a riding accident; there was no injury 
to the head. A week later there was generalized giant 
urticaria, followed on the next day by sudden deafness 
and tinnitus. Some 3 months later there was still severe 
(60% to 70%) loss of hearing, with complete loss of all 
tones at 2,000 c.p.s. and above. There was no vertigo, 
and cold caloric responses were normal. There was no 
relevant factor (such as allergy) in the patient’s previous 
history or in the family history. This case is the only 
one of the 5 cases reported in the literature in which the 
vestibular responses were normal. All attempts at 
treatment were ineffectual. 

The probable basis of the neurological complications 
is oedema of the nerve, matching the urticaria—that is, 
an allergic reaction. In the ear increased fluid pressure 


in the perilymph or endolymph might be the cause. 
The authors suggest that the use of toxoid instead of 
serum, and the simultaneous administration of adrenaline 
and stimulating ‘** booster ’’ dosage should diminish the 
incidence of serum sickness. Adrenaline, antihista- 
minics, cortisone, and histamine injections are possible 
remedies for the auditory complication if administered 
at the first sign of tinnitus, deafness, or vertigo in 
persons who have been given tetanus antitoxin. __ 
F. W. Watkyn-Thomas 


185. Auditory Tube and Tympanic Cavity during 
Embryonal, Fetal, and Prenatal Life. Histologic Study 

M. J. Tamari. Archives of Otolaryngology [Arch. 
Otolaryng. (Chicago)| 57, 627-647, June, 1953. 17 figs., - 
15 refs. 


Wittmack in 1918 postulated that in early foetal life 
amniotic fluid could be aspirated into the middle ear and 
produce a “foreign body inflammatory reaction”’ in 
the mucosa which, in turn, could give rise to a latent 
hypoplastic otitis in the infant, with secondary 
bacterial invasion. These changes would affect the 
entire ‘* post-embryonal development of the pneumatic 
configuration of the temporal bone’’. The present 
author examines and criticizes these conclusions. 

He points out that we should not speak of “ pneu- 
matization ’”’ of the head cavities—that is, the filling of 
these spaces with air—until the child is born and has 
breathed; there is no evidence that any free gas is in the 
area before birth. During uterine life the lumen of the 
auditory tube remains patent and amniotic fluid can 
freely enter. With the development of skin and mucosal 
glands, cellular elements and crystal admixtures appear 
in the fluid and in the middle-ear space, but an exchange 
of water serves as a clearing mechanism. The-formation 
of the middle-ear cavities is determined by the growth of 
the cartilages, by the amount of amniotic fluid in the 
lumen, and by the content of the fluid in the surrounding 
mesenchyme; these normal physiological “ foreign 
bodies do not produce any inflammatory reaction. 
The protrusions of tissue in the cavities at the end of 
uterine life are unabsorbed portions of mesenchyme, not 
inflammatory products. On the other hand, true infec- 
tions of the middle ear can occur in uterine life. 

F. W. Watkyn-Thomas 


186. ‘* Silent ’’ Cholesteatoma 

R. HENNER and M. Tamari. Archives of Otolaryngology 
[Arch. Otolaryng. (Chicago)| 57, 674-680, June, 1953. 
6 figs. 

With the object of drawing attention to the problem 
of the silent cholesteatoma, the authors describe 5 cases, 
seen at the Illinois Eye and Ear Infirmary, Chicago, in 
which the presence of cholesteatoma was not detected 
until there were signs of invasion of the labyrinth or 
facial palsy developed. A “ massive’ cholesteatoma 
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was found in 4 cases; in the 5th, in wHich the mastoid was 
pneumatized, there was a very small mass over the 
vestibule, with labyrinthine disturbance. There were few, 
if any, otoscopic changes in any of the cases. 

The authors conclude as follows. (1) Repeated attic 
discharges may simulate an otitis externa. (2) Normal 
appearance of the drum does not exclude the existence 
of cholesteatoma. (3) The first signs of cholesteatoma 
may be facial palsy, vertigo, deafness, and headache. 
(4) Attic perforation in acute middle-ear disease is 
associated with cholesteatoma, no matter how small the 
perforation may be. (5) X-ray examination of the 
temporal bone may reveal an otherwise unsuspected 
cholesteatoma. (6) Cholesteatoma with a small per- 
foration or a membrane that appears intact should always 
be treated surgically. (7) If a Bondy or other endaural 
flap is used, all matrix must be removed, otherwise 
the cholesteatoma may re-form under the flap. 

[Some of these cases appear to resemble those described 
by Jefferson and Smalley in 1938, in which there were 
intra-temporal dermoids”*’.] F. W. Watkyn-Thomas 


187. Corticotrophin (ACTH) in Lethal Granuloma of 
the Nose and Face 

E. W. Hacens, N. Parry, and D. MarKsSon. Archives 
of Otolaryngology {Arch. Otolaryng. (Chicago)| 57, 516- 
519 and 577-578, May, 1953. 3 figs., 6 refs. 


The authors report a case of lethal granuloma of the 
nose and face in which treatment with corticotrophin 
(ACTH) yielded dramatic results. The patient, a man 
of 60, had a localized swelling of the left side of the nose 
and ulceration about the root of the inferior turbinal 
bone. Histological examination showed acute necrosing 
inflammation of fibrous tissue with large mononuclear 
leucocytes, scattered neutrophil leucocytes, and numer- 
ous eosinophils, as well as a large number of plasma cells. 
Surgical removal was followed by recurrence and external 
ulceration within 3 months. After penicillin and strepto- 


mycin had failed to control the lesion, corticotrophin was ° 


given over a period of 25 days. The ulcer healed com- 
pletely in a few weeks, and after 7 months there has 
been no further trouble except intranasal crusting. 
(In the discussion which followed this paper Galloway 
mentioned a similar case of granuloma which cleared up 
almost entirely for a time under the influence of corti- 
cotrophin, but then recurred. Further section showed a 
malignant neoplasm which might be reticulum-cell 
sarcoma, undifferentiated carcinoma, or lympho- 
epithelioma, suggesting that the granuloma had under- 
gone malignant change.) F. W. Watkyn-Thomas 


188. Cholesteatoma of the Maxillary Sinus. (Xone- 
CTe€aTOMa BEPXHEYENIOCTHBIX Na3syx) 

I. 1. SHCHERBATOV. Becmyux Omo-puno-aapuneonoeuu 
[Vestn. Oto-rino-laring.] 7-12, No. 3, May-June, 1953. 


Cholesteatoma of. the maxillary sinus is a compara- 
tively rare disease, but the author bases the present 
account on his experience of 36 cases treated by operation. 
During the second world war many cases of maxillary 
cholesteatoma occurred as a result of gun-shot wounds 
of the face. The usual explanation in such cases is that 


fragments of epidermis have been implanted into the 
sinus; it should not be forgotten, however, that trauma 
may cause damage to the nerve supply of the mucous 
membrane of the sinus and cause a variety of trophic 
disorders, one of which is the transformation of columnar 
into stratified and even squamous epithelium. In 
peace-time, however, cholesteatomata develop most 
frequently in cases of sinusitis of dental origin. Clini- 
cally, this type of sinusitis is characterized by the intensity 
and persistence of the usual symptoms; there is intense 
oedema of the mucous membrane of the nasal cavity, 
with bulging of the medial wall of the sinus towards 
the septum, purulent discharge—frequently offensive— 
and swelling of the cheek. Polypiare notcommon. X-ray 
examination shows opacity of the sinus and, frequently, 
destruction of the bony walls. The sinus contains pus 
and cheesy material of a grey or brown colour, usually 
adherent to the floor of the sinus and in some cases 
filling the whole of the cavity. The mucous membrane 
is degenerate and hyperplastic—the author has never 
observed mucosal atrophy—and the stroma is infiltrated 
with lymphocytes, plasma cells, and sometimes with 
polynuclear granulocytes. Metaplasia of the epithelium, 
with the formation of ‘ pearls”’ in the subepithelial 
layers, and epidermization of the glands complete the 
pathological picture of the process. All the author’s 
cases were treated by a modified Caldwell-Luc opera- 
tion, and although recovery was usually slow, in only one 
case was there a relapse which made a second operation 
necessary. P. T. Sander 


189. Ligation of the External Carotid Arteries in the 
Treatment of Malignant Tumours of the Nose and Para- 
nasal Sinuses. (O sHaieHHH MepeBaAsKH HAPyKHbIX COH- 
HbIX APTEpHH MpH WeyeHHH OOMbHbIX 3NOKAYeECTBEH- 
HbIMH OMyXOAMH HOCAa OKOJIOHOCOBbIX NasyXx) 

D. I. Zimont. Becmnux 
[Vestn. Oto-rino-laring.] 38-41, No. 3, May-June, 1953. 


Prognosis in malignant tumours of the nose and para- 
nasal sinuses is most unfavourable. Bilateral ligation 
of the external carotid arteries in these cases was advo- 
cated by Kolomnin in 1880, but the operation was not 
favoured by other surgeons and was soon forgotten. 
The present author has revived carotid ligation, with 
section of the periarterial nervous plexus, as a part of 
combined operative and x-ray treatment. The reduced 
blood supply following bilateral ligation results in a 
decrease in volume of the tumour and makes radical 
excision more easy, and section of the periarterial nervous 
plexus relieves severe neuralgic pain. No important 
change in cerebral circulation is observed after the 
simultaneous ligation of both external carotid arteries, 
and the operation is well tolerated. 

The operation has been performed in 69 cases in com- 
bination with other treatment. Among them were 
44 cases of carcinoma, 19 of sarcoma, 2 of chondro- 
sarcoma, 1 of carcinosarcoma, 2 of endothelioma, 
and 1 of lymphangioendothelioma. In 7 patients there 
has been no relapse after 3 to 7 years, 15 are alive 1 
to 3 years after operation, while 10 had a relapse 1 to 
3 years after the operation. P. T. Sander 


Urogenital System 


190. Preliminary Report of the Favourable Results of 
Treatment with Aureomycin in the Acute Diffuse Haemato- 
genous Glomerulonephritis of Childhood. (Preliminari 
osservazioni sul favorevole risultato del trattamento 
aureomicinico nelle glomerulonefriti acute diffuse 
ematogene dell’infanzia) 

R. Pacuiott and E. Clinica pediatrica [Clin. 
pediat. (Bologna)] 35, 227-238, April, 1953. 11 refs. 


The authors suggest that to explain the pathogenesis of 
acute glomerulonephritis on an allergic basis is not en- 
tirely satisfactory for the following reasons: an exactly 
comparable lesion has never been produced experiment- 
ally, the time interval between upper respiratory infection 
and development of nephritis is shorter than that which 
is normally necessary for sensitization phenomena to 
develop, and the histological features of the disease are 
quite different from those usually associated with allergy. 
Because of this they favour the theory of a dual infection 
—bacterial and viral—and have investigated the effect 
of aureomycin in the treatment of 7 children with acute 
nephritis at the Institute of Clinical Pediatrics of the 
University of Modena. The results were dramatic— 
within 24 to 48 hours there was a diminution in haema- 
turia and albuminuria accompanied by diuresis and a 
fall in blood pressure and blood urea level. The specific 
action of the drug was further shown by the previous 
lack of response to penicillin and by the fact that the 
signs and symptoms of the disease recurred if admin- 
istration of aureomycin was stopped too soon. The 
most effective dose appeared to be between 50 and 75 
mg. per kg. body weight per day for about a week, which 
produced a complete cure. 

The present report is preliminary only, but the 
results appear to be sufficiently encouraging to justify 
further use of aureomycin in acute glomeruloneph- 
ritis. A. Paton 


191. Transplantation of the Ureter to an Ileal Loop 

C. WeLts. Annals of the Royal College of Surgeons of 
England [Ann. roy. Coll. Surg. Engl.] 13, 71-84, Aug., 
1953. 7 figs., 26 refs. 


192. The Treatment of Carcinoma of the Prostate with 
a New Oestrogen, ** TACE ”’ 

H. Mortensen. Medical Journal of Australia [Med. J. 
Aust.) 1, 728-730, May 23, 1953. 6 refs. 


The dramatic improvement often associated with 
oestrogen therapy in cases of carcinoma of the prostate 
is well known. In many instances, however, the benefit 
is not sustained, subsequent retrogression being ascribable 
in part to an increased activity of the hormonal phase of 
adrenal function. Evidence of this is afforded by animal 
experiment showing that oestrogen administration causes 
enlargement of the pituitary and adrenal glands. Tri-p- 
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anisylchloroethylene (‘“‘ TACE”’) is an oestrogenic sub- 
stance which, while producing typical cornification in the 
vagina of castrated rats ‘and monkeys (and similar changes 
in menopausal women), apparently differs from stil- 
boestrol and hexoestrol in decreasing the weight of the 
pituitary and causing only a minimal increase in the size 
of the adrenal gland. In addition, its oestrogenic effect 
appears to be of longer duration when it is given either 
in large oral or comparatively small subcutaneous doses 
than is the case with other oestrogens—a feature which 
may be explained by experimental findings suggesting 
temporary tissue storage in the body fat. Furthermore, 
the discriminating effect of this substance seems to ex- 
tend to the breast, there being no tendency to induce 
gynaecomastia; moreover, where this already exists after 
treatment with other oestrogens, retrogression may occur 
without prejudice to the effect on the prostate. 

In the light of these recommendations the author, at 
St. Vincent’s Hospital, Melbourne, has treated with 
TACE a small number of cases of prostatic cancer which 
had become resistant to sustained treatment with stil- 
boestrol or hexoestrol or in which breast enlargement 
had become an embarrassment. Two cases, with para- 
plegia due to metastases, in which improvement occurred 
with TACE therapy are quoted in addition to 5 others 
where marked symptomatic benefit was evident. In 
other cases in which TACE was given in preference to 
stilboestrol at the outset, evidence of feminization was 
minimal, although satisfactory control of the disease was 
apparently attained. J. D. Fergusson 


193. Perineal Testis 
J. C. N. Wakecey. Lancet [Lancet] 1, -1025-1027, 
May 23, 1953. 1 fig., 22 refs. 


The history of perineal testis is reviewed; including 
the author’s 3 cases (seen at the Belgrave Hospital for 
Children, London) there are descriptions of 108 cases in 
the literature. The classification and theories concerning 
the aetiology of the condition are fully discussed. The 
author’s first case was in a boy aged 3 years, who com- 
plained of pain in the perineum. Through an inguinal 
incision the testis was delivered from the perineum and 
transferred to the scrotum. Recovery was uneventful, 
and the testis was found to be normal in every respect 
and equal in size to the other testis one year later. The 
second patient, a boy aged 20 months, was admitted to 
hospital because of a swelling in the perineum. The 
operation was performed as previously described ; when 
seen 5 years later the testis was normal. The third 
patient was aged 1 month when a swelling was noted in 
the perineum. The operation was performed as pre- 
viously, except that a small hydrocele was found and 
excised. The testis was normal one month after opera- 
tion. Robert Hodgkinson 


Endocrinology 


PITUITARY GLAND 


194. The Thyroid Stimulating Hormone of the Anterior 
Pituitary as Distinct from the Exophthalmos Producing 
Substance 

B. M. Dosyns and S. L. STEELMAN. Endocrinology 
[Endocrinology] 52, 705-711, June, 1953. 1 fig., 14 refs. 


At the Western Reserve University, Cleveland, Ohio, 
the exophthalmos-producing and_ thyroid-stimulating 
activities of a large number of different anterior pituitary 
preparations were determined, the Atlantic minnow 
(Fundulus creteroclitus, Linn.) being used for the former 
and the day-old chick for the latter. It was found that a 
few fractions rich in thyroid-stimulating hormone 
(T.S.H.) produced little exophthalmos and, conversely, 
that a few preparations containing little T.S.H. produced 
obvious exophthalmos. 

It was therefore concluded that the pituitary gland 
secretes an exophthalmos-producing substance (E.P.S.) 
distinct from T.S.H., and partial separation of these two 
hormones was achieved as follows. Beef thyrotrophin 
was dissolved in distilled water to make a 1% solution. 
Trichloracetic acid was then added to give a final con- 
centration of 8% and the mixture allowed to stand for 
one hour at 3 to 5°C. The precipitate was separated 
by centrifugation, taken up in one-half of its original 
volume of water, neutralized with sodium carbonate, 
dialysed free from salt, and lyophilized. The supernatant 
was similarly treated. The E.P.S. was entirely confined 
to the trichloracetic acid precipitate, and the T.S.H. was 
predominantly in the soluble fraction, although some 
T.S.H. was present in the residue along with the E.P.S. 
A similar trichloracetic acid precipitate was suspended in 
water and reprecipitated with trichloracetic acid. The 
resulting supernatant contained T.S.H. free from E.P.S., 
and the precipitate contained E.P.S. relatively free from 
T.S.H. Norval Taylor 


195. Experiences with Hypophysectomy in Man 
R. Lurt and H. OLtvecrona. Journal of Neurosurgery 
[J. Neurosurg.] 10, 301-316, May, 1953. 16 figs., 6 refs. 


The authors describe their experiences at the Serafimer 
Hospital, Stockholm, with hypophysectomy in cases of 
Cushing’s syndrome, malignant hypertension, diabetes 
mellitus, and inoperable carcinoma of the breast and 
prostate. The technique of the operation is described. 
After the pituitary gland has been removed as completely 
as possible the lining of the sella is cauterized with 
Zenker’s solution to destroy pituitary remnants. Where 
haemorrhage is troublesome during operation the sella 
is packed with “ gelfoam”’ for a few days and the 
operation completed at a second stage. 

Of 3 cases of Cushing’s syndrome one patient was 
benefited and 2 died shortly after operation; of 4 patients 
with diabetes mellitus one was improved but 3 died in 
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the immediate postoperative period; and of 7 patients 
with malignant hypertension 2 survived for only a few 
months, eventually dying of uraemia, and 5 died in the 
early postoperative period, 3 of acute cerebral oedema. 
In patients with malignant tumours the operation was 
well tolerated: one patient with carcinoma of the prostate 
survived for 4 months; one patient with hypernephroma 
was little benefited; one patient with a malignant chorion- 
epithelioma lived for 6 months and then died from another 
cause; while of 9 patients with carcinoma of the breast, 
in 5 cases the operation was too recent for its value to be 
assessable, 3 were not benefited, but in one there was 
considerable improvement with striking regressive 
changes in the histological picture of the tumour. 

The authors stress the difficulty of completely removing 
all pituitary tissue and discuss the value of tests to deter- 
mine whether or not this has been achieved. They con- 
sider that an absence of eosinophilic response to the injec- 
tion of adrenaline and a low level of excretion of 17- 
ketosteroids are of particular value. 

In considering pre- and post-operative treatment the 
authors stress the necessity of preventing brain oedema. 
When ACTH, deoxycortone acetate, and cortisone are 
given, retention of fluids and electrolytes occurs and 
reaches its maximum during the first days of administra- 
tion, after which there is a period of increased excretion. 
An endeavour was therefore made to operate during the 
period of increased excretion. The effect of these drugs 
on blood pressure and carbohydrate metabolism also 
demands particular consideration in cases of hyperten- 
sion and diabetes mellitus. Details of the endocrine 
therapy employed in these various types of case are 
given. A. O'Connell 


196. A Genealogical and Psychopathological Study of 
51 Acromegalics. (Genealogie und Psychopathologie 
bei 51 Akromegalen) 

E. BLICKENSTORFER. Acta endocrinologica [Acta endocr. 
(Kbh.)] 13, 123-137, June, 1953. 25 refs. 


This paper from the Burghdlzli Hospital, Ziirich, 
supplements an earlier monograph by the same author 
(Arch. Psychiat. Nervenkr., 1951, 186, 88). It is based 
on the investigation of 51 patients with acromegaly 
(32 women and 19 men) and on inquiries concerning 
1,950 of their relatives. No familial occurrence of acro- 
megaly was observed, and it was therefore concluded that 
acromegaly is not a hereditary disease. In this respect 
it differs from the so-called acromegaloid constitution, 
which has a high familial incidence and is also distin- 
guished from acromegaly by its early onset in puberty and 
its non-progressive course. The families of acromegalic 
patients did not differ from the general population in 
regard to the incidence of acromegaloid constitution, 
psychosis, mental defect, criminality, or signs of physical 
degeneracy. 
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Acromegaly caused personality changes in these 
patients, who became slow, pedantic, and apathetic, 
losing drive, initiative, and interests. They had, how- 
ever, occasional bouts of depressive-paranoid moods, 
and outbursts of temper, restlessness, and wanderlust. 
In most cases there were episodes of voracious hunger 
and excessive thirst. Psychotic symptoms of an organic 
nature occurred when the intracranial pressure was 
increased. These personality changes in acromegaly 
are considered by the author to be similar to those occur- 
ring in other endocrine disorders and in diseases of the 
brain stem, and to be essentially different from the 
changes caused by schizophrenic or manic-depressive 
disturbances. F. K. Taylor 


THYROID GLAND 


197. Thiouracil in Pregnancy. Its Effect on the Foetus 
N. ELPHINSTONE. Lancet [Lancet] 1, 1281-1284, June 27, 
1953. 1 fig., 33 refs. 


It has been demonstrated that thiouracil and related 
compounds, given to pregnant rats, pass across the 
placenta and cause thyroid hyperplasia in the offspring. 
The drugs are also excreted in the milk, with the same 
result on the offspring, but this can be prevented by 
the concurrent administration of thyroid hormone. 
It is thus to be expected that the human foetus will be 
affected if thiouracil is administered during pregnancy, 
and at least 10 cases have in fact been reported in which 
abnormality in the foetus was ascribed to passage of 
thiouracil through the placenta. 

The present author describes a case seen at the Whit- 
tington Hospital, London, of an infant whose mother 
was treated with methylthiouracil (200 mg. twice daily) 
during the latter half of pregnancy and the puerperium. 
At birth the baby showed clinical signs of hypothyroidism 
with diffuse enlargement of the thyroid gland. Breast 
feeding was not allowed, and by the 15th day the baby 
had recovered from the thyroid deficiency, though still 
somewhat lethargic. At the age of 9 months the child 
was definitely mentally retarded, although there was no 
evidence of a recurrence of the early hypothyroidism. 
It was impossible to say whether the backwardness was 
due to prenatal thyroid deficiency or to primary amentia, 
but the author considers that this case indicates the 
need for caution in the administration of thiouracil 
during pregnancy. The danger can be minimized by 
careful control of the dosage so that the mother is not 
allowed to become myxoedematous. Nancy Gough 


198. Transient Hypothyroidism in a Newborn Infant 
D. Morris. Lancet [Lancet] 1, 1284-1285, June 27, 
1953. 1 fig., 4 refs. 


This paper from the Woolwich Hospital for Mothers 
and Babies describes the case of an infant whose mother 
had been treated with methylthiouracil (100 mg. twice 
daily) for thyrotoxicosis during pregnancy and who 
showed distinct signs of hypothyroidism at birth. On 
the 3rd day the infant’s condition was deteriorating and 
he was given thyroid extract in doses of $ grain (8 mg.) 


twice daily for 10 days, at the end of which time he had 
regained his birth-weight, and showed great clinical 
improvement. Thyroid administration was discon- 
tinued and satisfactory progress was maintained. At 
the age of 8 months there was no evidence of hypo- 
thyroidism, but hydrocephalus had developed; this 
was thought to be coincidental. In this case, as in that 
described by Elphinstone [see Abstract 197], there was 
some mental retardation which, while probably not a 
direct result of hypothyroidism, nevertheless emphasizes 
that the administration of thiouracil during pregnancy 
may not be without risk to the foetus. The author 
suggests that the smallest possible dose necessary for 
clinical control be given and that it be reduced or omitted 
during the last month. Nancy Gough 


199. Radioactive-iodine Studies in Non-endemic Goitrous 
Cretinism 

E. M. McGrrr and J. H. Hutcuinson. Lancet [Lancet] 
1, 1117-1120, June 6, 1953. 23 refs. 


The metabolism of radioactive iodine (1311) in 12 cases 
of non-endemic goitrous cretinism at the Royal Infirmary 
and Royal Hospital for Sick Children, Glasgow, was 
investigated. None of the patients had any history 
of iodine deprivation or exposure to goitrogens, but 7 
were closely related, 4 being members of one family. 

Uptake of 13!I by the thyroid gland was rapid, the 
initial level often being similar to that observed in cases 
of thyrotoxicosis. Except in 2 cases, however, !3!I was 
rapidly lost from the thyroid, and after 24 hours was 
below thyrotoxic level. Urinary excretion of 1!3!I in 
6 to 24 hours was estimated in 8 patients; the amount 
excreted in 6 of them was consistent with hypothyroidism. 

In 4 patients the amount of protein-bound 13!I in 
the plasma exceeded 0-5% of the dose per litre, a level 
which is usually associated with thyrotoxicosis. Radio- 
activity could be demonstrated in butyl alcohol extracts 
of plasma after washing with sodium carbonate, indica- 
ting that di-iodotyrosine was not the main component. 
Analysis of the plasma by chromatography, which was 
possible in one case, showed that the radioactivity in the 
butyl alcohol extract was not due to thyroxine or tri- 
iodothyronine. The nature of the protein-bound 13!I 
compound remained undetermined. 

In these patients, therefore, the thyroid gland took up 
131] and converted it into an organic form, and the 
authors suggest that there may be an intrinsic, probably 
familial, defect in the final synthesis of the thyroid 
hormone. G. Ansell 


200. The Results of Treatment with Radioactive Iodine 
in 115 Cases of Hyperthyroidism. (Résultats du traite- 
ment de 115 cas d’hyperthyroidie par l’iode radioactif) 

M. TusiANA, J. DuTrerx, and M. GRINBERG. Presse 
médicale [Presse méd.] 61, 807-809, June 6, 1953. 11 refs. 


The authors report the treatment at the Hépital Necker 
and the Institut Gustave-Roussy, Paris, of 115 cases of 
hyperthyroidism with radioactive iodine (1311) since 1949. 
Of these patients, 70 have been observed for more than 
one year and the remainder for at least 3 months since 
treatment. In 66% of cases a complete and lasting 
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cure was obtained (with disappearance of all signs and 
symptoms in 45%, and with residual exophthalmos or 
goitre in 21%), in 55% after one dose. In 18% temporary 
improvement was followed by a relapse, in 11°% treatment 
had practically no effect on the course of the disease, 
and in 5% of cases hypothyroidism developed. The 
best results were obtained with a single dose of 7,000 to 
10,000 roentgen equivalents. The authors conclude 
that the therapeutic dose of 1311 should be adjusted to 
yield a concentration in the gland of 1 mc. per 10 g. 
of thyroid tissue 24 hours after administration. They 
regard pregnancy as an absolute contraindication to 
treatment with 131], which they restrict to patients aged 
40 years or more; they consider that inactive nodules 
should be treated surgically. B. Nordin 


201. Diagnosis of Thyrotoxicosis by a Simple Out- 
patient Radioactive Iodine Technique 

A. G. MAcCGREGoR, H. MILLER, P. J. BLANEY, and W. S. 
WuimstTer. British Medical Journal [Brit. med. J.) 2, 
21-22, July 4, 1953. 3 refs. 


It has been shown that estimation of the level of pro- 
tein-bound 131] in the plasma is a valuable aid in assess- 


ing thyroid function, and in this paper the authors - 


describe an experiment in which this method was used 
for the remote diagnosis of thyrotoxicosis. At Notting- 
ham General Hospital 50 patients each received a dose 
of 25 to 30 yc. of 13!I, which had been dispensed at the 
Sheffield National Centre for Radiotherapy 40 miles 
away; 48 hours later 20 ml. of blood was withdrawn 
from each patient and sent to Sheffield for estimation 
of the radioactivity of the protein-bound fraction of the 
plasma. The condition of the patient was also assessed 
clinically, and his progress observed after the result of 
the isotope test was known. 

The !31I test confirmed the clinical findings in 6 thyro- 
toxic and 22 euthyroid patients. In 19 cases a doubtful 
clinical diagnosis was confirmed or an erroneous one 
corrected, and in 3 the results of the test were mislead- 
ing. In 4 cases in the series the initial clinical diagnosis 
was shown to be incorrect by both the !3!I test and the 
patient’s subsequent progress. G. Ansell 


202. Treatment of Thyrotoxicosis with ‘‘ Neo Merca- 
zole ’’ (2-Carbethoxythio-1-methylglyoxaline). Report of 
120 Cases 

D. Dontacn. Lancet [Lancet] 1, 873-879, May 2, 
1953. 2 figs., 17 refs. 


This paper reports the results of clinical trials made at 
the Royal Free Hospital, London, of the antithyroid 
compound 2-carbethoxythio-l-methylglyoxaline (‘* neo- 
mercazole’’). This compound has the same structure 
as 1-methyl-2-mercaptoimidazole (methimazole or ** mer- 
cazole”’), but the active thiol group is blocked by a 
carbethoxy group, which is probably split off slowly, 
thereby yielding a constant supply of active material for 
the control of thyroid hyperactivity. Hence smaller 
quantities of the active drug are effective and toxic 
reactions are correspondingly reduced. 

Neomercazole was given to 120 patients, as the main 
treatment in 90 cases and in preparation for operation 


in the other 30. The patients were observed for periods 
up to 21 months, mostly as out-patients. Diagnosis was 
made and progress was assessed on the bases of clinical 
judgment and of measurement of the basal metabolic 
rate, which was determined regularly throughout to avoid 
over-treatment and the possible occurrence of adenoma. 
The optimum initial doses were 15, 30, and 45 mg. per 
day for mild, average, and severe cases respectively. 
As soon as the clinical condition and the basal metabolic 
rate returned to normal the dose of neomercazole was 
reduced gradually to the appropriate maintenance level, 
in some cases to as little as 2 mg. a day. Treatment: 
was stopped when the patient was able to remain 
euthyroid on 2 to 5 mg. daily for 6 months. Of the 
120 patients, 93 became euthyroid within 2 to 8 weeks; 
the remainder were controlled within 3 to 6 months or 
by operation. There were no toxic reactions. A 
number of typical case histories are given in detail. 

The author compares her findings with those of other 
workers who used methimazole, and who all reported 
toxic reactions with doses of 30 mg. and upwards. As 
she points out, the presence of the harmless carbethoxy 
group means that although 30 mg. of neomercazole 
contains only 18:5 mg. of methimazole, it is clinically 
as effective as 30 to 40 mg. of the latter. The correlation 
between intensity of treatment and permanent cure cannot 
be seen until more patients have finished the course. 
It is concluded that, weight for weight, neomercazole is 
at least as effective as, and very much less toxic than, 
methimazole. Nancy Gough 


203. Thyrotoxicosis Treated with 2-Carbethoxythio-1- 
methylglyoxaline. Neo Mercazole ”’) 

H. Poate. Lancet [Lancet] 1, 879-881, May 2, 1953. 
2 refs. 


** Neomercazole’*’ (2-carbethoxy-1-methylglyoxaline) 
was submitted to clinical trial at the Royal Prince Alfred 
Hospital, Sydney, where formerly methylthiouracil was 
the standard treatment for thyrotoxicosis. The new 
drug was used in 9 cases. The usual dose employed was 
10 mg. 3 times daily until thyrotoxicosis was controlled, 
after which it was reduced to 10 mg. or even 5 mg. twice 
daily. The 9 cases are described. The author found 
neomercazole to be superior to the thiouracil compound, 
not only for the control of thyrotoxicosis but also for 
reducing vascularity of the gland before operation. 
Moreover the drug does not induce thyroid hyperplasia, 
does not affect the leucocytes, and reduces the basal 
metabolic rate more gradually. The author ventures 
to think that, once control of a primary thyrotoxicosis 
is obtained, a comparatively short period of maintenance 
therapy with neomercazole might bring about complete 
cure. Nancy Gough 


204. Anti-thyroid Activity of 2-Carbethoxythio-1- 
methylglyoxaline 

A. G. MACGREGOR and H. MILter. Lancet [Lancet] 1, 
881-882, May 2, 1953. 4 figs., 8 refs. 


The antithyroid drugs, 2-carbethoxythio-1-methyl- 
glyoxaline neomercazole ’’) and 1-methyl-2-mercapto- 
imidazole (methimazole) inhibit the uptake of iodine by 


d 
il 
iS 
it 
a 
y 
d 
1S 
| 
in 
el 
ts 
‘a- 
it. 
as 
he 
ri- 
up 
he 
ly 
id 
ine 
te- 
) 
sse 
fs. 
cer 
of 
49. 
an 
ing 


60 ENDOCRINOLOGY 


the thyroid gland, and this property can be demonstrated 
by the use of radioactive iodine (/3!1). This paper 
reports an assay of neomercazole carried out at the 
University of Sheffield by the standard technique of 
Stanley and Astwood in order to compare its potency 
with that of other antithyroid compounds. 

Patients with normal thyroid function were given a 
tracer dose of radioactive iodine followed by an appro- 
priate dose of either methimazole or neomercazole. 
These drugs cause a deflection from the normal iodine- 
uptake curve which can be related to potency and size of 
dose. Both neomercazole and methimazole caused 
complete inhibition of uptake of 13!I by the thyroid in 
doses of 2:5 mg. or more, an effect comparable to that of 
200 to 300 mg. of methylthiouracil. Moreover, neo- 
mercazole depressed the uptake of !3!I in a dose 
as small as 0-5 mg.; methimazole had no effect at this 
dosage level. 

The authors advocate caution in the transfer of the 
results of such potency tests to clinical use; the thera- 
peutic dose may not be so low as the potency test implies, 
and in fact considerably higher doses than were originally 
recommended have been found necessary. 

Nancy Gough 


ADRENAL GLANDS 


205. Cortisone Treatment in Adrenogenital Syndrome 
P. A. BasTentE, J. R. M. FRANcKSON, L. Kovacs, 
M. VeRBiEsT, and C. FLAMAND. Lancet [Lancet] 1, 
915-918, May 9, 1953. 2 figs., 20 refs. 


To 6 patients (twins aged 11, 2 patients aged 18, and 
2 aged 25 years) admitted to the Brugmann Hospital, 
Brussels, with the adrenogenital syndrome, 50 mg. of 
cortisone daily was given by injection or by mouth for 
one month. In some of the cases the treatment was 
continued with smaller doses for several months. The 
excretion of 17-ketosteroids was reduced in all patients, 
particularly of those fractions which before treatment 
had been found in excess. In 3 of the patients insulin 
sensitivity increased. Vaginal smears, the cells of which 
had shown either no change or an excessive change 
with menstruation in 5 cases, returned to normal. In 
3 other cases signs of virilism regressed: the breasts 
developed, menstruation improved or returned, and hair 
growth was inhibited. In 1 case increased premenstrual 
tension in the breasts was noted. H. Herxheimer 


206. The Prevention with Testosterone of the Adrenal 
Atrophy Resulting from Cortisone Therapy. (La prophyl- 
axie par la testostérone, de l’atrophie surrénalienne 
provoquée par les traitements a la cortisone) 

J. Turtar, L. Zizine, and Y. JEANJEAN. Presse médicale 
[Presse méd.] 61, 825-826, June 10, 1953. 32 refs. 


When rats weighing 80 to 100 g. are given daily 
injections of approximately 2 mg. of cortisone they 
develop adrenal atrophy in 8 to 10 days—as after hypo- 
physectomy. If, however, a similar quantity of testo- 
sterone is given together with the cortisone, the atrophy 
is prevented. Adrenal atrophy after prolonged cortisone 


administration is not unknown in human subjects, and 
several cases have been reported in which the condition 
has been fully confirmed post mortem. Fortunately, 
warning of the development of this atrophy can be 
obtained in the live patient by means of Thorn’s test 
(which was used in this study to evaluate the effect of 
testosterone) and the cortisone omitted, if necessary, 
in order to allow the adrenal cortex to recover. It has 
been customary to give ACTH (corticotrophin) for a 
period in such cases before reverting again to cortisone; 
in the opinion of the authors this is unnecessary if 
testosterone acetate or propionate is given at intervals 
during the administration of cortisone. The quantity 
they used in a series of cases described here was small 
(25 mg. weekly); it caused no side-effects and was equally 
efficacious in both men and women. 

The patients were divided into four groups: (1) 6 in- 
dividuals treated with cortisone alone, in 5 of whom 
Thorn’s test revealed adrenal insufficiency after only 
1-5 g. of cortisone had been given; (2) 12 patients 
received cortisone plus testosterone, and in half the cases 
adrenal function appeared to be unaffected; (3) 5 
patients who had been treated with cortisone alone and 
showed suppression of adrenal functidn were now given 
testosterone with the cortisone, and it was found that 
in 3 of them normal function was restored; (4) in 2 cases 
in which the patient had been receiving both hormones 
testosterone was omitted and cortisone continued alone, 
Thorn’s test subsequently indicating adrenal damage. 
The evidence suggests that testosterone exerts a protec- 
tive effect. There is some evidence, also, that it counter- 
acts the electrolyte disturbances caused by cortisone. 
The number of cases treated is small, but the results 
obtained are sufficiently promising to justify more 
extensive trials. D. Preiskel 


207. Effect of A.C.T.H. and Cortisone on Vitamin-C 
Metabolism and on the Weight and Composition of the 
Liver in Guineapigs and Other Species 

L. J. Harris, M. N. BLANnb, R. E. HuGues, and B. J. 
ConsTABLE. Lancet [Lancet] 1, 1021-1024, May 23, 
1953. 5 figs., 1 ref. 


The interrelationship of adrenal function and vitamin-C 
metabolism was studied in a series of experiments carried 


out in the Dunn Nutritional Laboratory, Cambridge, . 


in which an intramuscular injection of 2 mg. of ACTH 
was given to guinea-pigs 4 times a day. The animals 
were not subjected to hypophysectomy. 

Although the concentration of ascorbic acid in the liver 
and adrenal glands was diminished, the total quantity 
present was not affected, since the organs themselves 
became enlarged. Administration of ACTH did not 
hasten the onset of scurvy in guinea-pigs given a diet 
deficient in ascorbic acid, nor did it increase the rate of 
depletion of ascorbic acid from the liver or the adrenal 
glands during the development of deficiency. After a 
single injection of ACTH no substantial change was 
observed to occur in the proportion of dehydroascorbic 
acid to ascorbic acid in the adrenal glands, although the 
concentration of ascorbic acid was seen to be temporarily 
depressed. 
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There was a remarkable increase in the weight of the 
liver in animals given ACTH; this was apparent after 
2 days, and after 14 days amounted in young guinea-pigs 
to about 50% above the liver weight of control animals, 
and in adult guinea-pigs to an average of 39%. During 
the first day or so the increase in the weight of the liver 
was due to extra glycogen and water, but thereafter there 
was an appreciable addition of protein. The size of the 
liver cells increased in proportion to the total increase in 
weight of the organ, as a result of an increased volume of 
the cytoplasm. 

Administration of ACTH caused the percentage of 
fat in the liver to fall, but it had little effect on the 
concentration of sulphydryl compounds. The absolute 
amounts of water, glycogen, and protein continued to 
increase when the injections of ACTH were continued 
for periods up to 40 days, although there was some in- 
crease in the proportion of glycogen and some decrease 
in that of protein and fat, as compared with the controls. 
When administration of ACTH ceased the weight of the 
liver fell sharply, being about the same as that of control 
animals after 2 days, and about 10% lower than that of 
controls after 3 to 30 days. The glycogen content fell 
to within normal limits within 2 days and the protein 
content fell likewise some days later. 

Cortisone had a similar but more intense effect on 
the liver of young guinea-pigs, but there was no signi- 
ficant change in the average weight of any other organ 
except the kidneys, the weight of which increased by 
8 to 20%, according to the dose. 

Similar effects were observed in rabbits, but not in 
young rats, mice, or chicks. Robert de Mowbray 


See also Pathology, Abstract 12. 


DIABETES MELLITUS 


208. Insulin Reactions. Manifestations and Need for 
Recognition of Long-acting Insulin Reactions 

R. K. MAppock and L. P. KRALL. Archives of Internal 
Medicine [Arch. intern. Med.| 91, 695-703, June, 1953. 
2 figs., 13 refs. 


The authors of this communication from the United 
States Public Health Service Hospital, Norfolk, Virginia, 
classify insulin reactions into two main_ types: 
(1) ** adrenaline-like ’’ reactions and (2) “ central ner- 
vous-system-type*’ reactions. The former is charac- 
terized by sweating, tremulousness, and palpitations, 
which are thought to indicate an excess of circulating 
adrenaline, as a result of which the blood sugar level 
rapidly returns to normal owing to the release of glucose 
from stored glycogen in the liver. The second type of 
reaction is commoner after an overdose of a long-acting 
preparation such as protamine zinc insulin. The exact 
mechanism is unknown, but is probably due to “* glucose- 
deprivation ”’ of the nerve cells. The symptoms are often 
vague, and unrecognizable by the patient or his physician, 
although the time relation to food was evident in the 
8 cases cited by the authors, as exemplified in a 37-year- 
old woman with long-standing diabetes who developed 


bouts of argumentative and sometimes violent behaviour 
before breakfast, whereas after breakfast she was trans- 
formed into her usual docile soft-mannered self ’’. 
The symptoms in other cases included mental confusion, 
depression, automatism, violence, and athetoid move- 
ments. The blood sugar level during such attacks was 
always below 80 mg. per 100 ml. I. McLean-Baird 


209. Diabetic Myelopathy 

H. GARLAND and D. TAVERNER. British Medical 
Journal [Brit. med. J.] 1, 1405-1408, June 27, 1953. 
2 figs., 17 refs. 


_In this communication from the General Infirmary at 
Leeds the authors discuss an unusual form of diabetic 
neuropathy (previously known but apparently since 
forgotten) which they have termed “ diabetic myelo- 
pathy ’’, and describe 5 patients with this condition, of 
whom the youngest was 56 and the oldest 73 and in all 
of whom the diabetes was of short duration (from 
6 months to 3 years). The main features of diabetic 
myelopathy are: (1) severe asymmetrical pain in the 
legs, which is maximal in the hip or thigh; (2) some 
degree of wasting of the leg muscles and loss of tendon 
reflexes; (3) signs of pyramidal-tract involvement 
(present in 4 out of the 5 cases described); (4) no objec- 
tive sensory disturbances and normal vibration sense 
at the ankles; and (5) a high protein level in the cere- 
brospinal fluid (found in 4 out of the 5 cases). 

These cases are almost identical with those described 
by Bruns in 1890, when dietary restriction was almost 
the only form of treatment of diabetes. The natural 
history of the syndrome is one of spontaneous improve- 
ment irrespective of treatment and is not related to the 
severity of the diabetic state; in all the present cases the 
patients were beyond middle age and réquired only small 
amounts of insulin. The electromyographic changes 
recorded in the affected muscles were suggestive of a cord 
lesion. All but the oldest of these patients made a good 
recovery when treated by suitable diet, insulin, and active 
physiotherapy. The authors make the point that the 
recognition of this syndrome is often of clinical import- 
ance, as such cases may be misdiagnosed as suffering 
from other, often more serious, neurological conditions. 

I. McLean-Baird 


210. Diabetic Neuropathy 

C. Hirson, E. L. FeEInMANN, and H. J. WAbDE. British 
Medical Journal (Brit. med. J.] 1, 1408-1413, June 27, 
1953. Bibliography. 


In this study, carried out at Salford Royal Hospital, 
the authors investigated the occurrence of neurological 
abnormalities in 100 consecutive diabetic out-patients 
and also in a further group of 50 selected diabetic in- 
patients. As a result of this study they suggest the 
following working classification based on the natural 
history of these conditions. (1) Hyperglycaemic neuro- 
pathies, rapidly relieved by control of the diabetic condi- 
tion. These consist in pain and paraesthesiae, usually 
without objective signs. (2) Active neuropathies. These 
are often acute in onset and recurrent, and were found 
in about 3°% of cases. An illustrative case is given of a 
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housewife aged 56 with pain and weakness in the left 
leg which cleared up without treatment in 9 months but 
recurred later in the right leg. The knee-jerks were found 
to be diminished and the ankle-jerks absent. (3) Asymp- 
tomatic neuropathies. These were found in 54% of the 
100 out-patients; the most usual findings were reduction 
or absence of the tendon reflexes in the legs, absence of 
vibration sense, and pupillary abnormalities (Argyll 
Robertson pupils were seen in 2 cases). The literature 
on the subject of diabetic neuropathies is reviewed and 
their aetiology discussed. An examination of a control 
group of 100 elderly, arteriosclerotic, non-diabetic in- 
patients disclosed no similar neurological picture, and it 
is concluded that diabetic arteriosclerosis is not a cause 
of diabetic neuropathy. In the authors’ experience 
none of their patients responded convincingly to treat- 
ment with aneurin, and they conclude that there is no 
good evidence that vitamin-B deficiency is a causal 
agent either. 

Two unusual cases are described in which neuropathy 
was the presenting clinical feature, but in which there 
was no glycosuria although a diabetic-like glucose- 
tolerance curve was demonstrated. It is suggested that 
the metabolic disorder of diabetes is only one mani- 
festation of a “* disease-complex ” of which neuropathy 
is an integral part. I. McLean-Baird 


See also Pathology, Abstracts 6 and 7, 


211. Diabetes and Peripheral Arterial Disease. A 
Clinical Study 
Lancet [Lancet] 1, 1064-1068, May 30, 
1953. 38 refs. 


With the object of determining whether there is any 
difference between the clinical picture in peripheral 
arterial disease in diabetics and that in non-diabetics, 
100 diabetic patients over 50 years of age were examined 
at the Middlesex Hospital, London. A history of gan- 
grene or of intermittent claudication was accepted as 
positive evidence of arterial disease; similarly, absence 
of both dorsalis pedis pulses or of one posterior tibial 
pulse or the gross diminution of the pulses after exercise 
was accepted as indicating arterial obstruction. On 
these criteria 42 of the diabetic patients had arterial 
disease affecting the legs, although only 10 had any 
associated symptoms (intermittent claudication in 4, 
gangrene, past or present, in 3, and gangrene with inter- 
mittent claudication in 3). The general clinical features 
in the patients with arterial disease differed little from 
those seen in the patients without arterial disease, except 
that the incidence of coronary artery disease was higher 
in the affected group. The occurrence of arterial disease 
was independent of the duration of clinical diabetes but 
was directly related to the age of the patient, the incidence 
rising especially sharply in the 8th decade. 

In a study of 52 successive cases of gangrene the author 
found that diabetes was present in 25. Intermittent 
claudication was admitted by 6 of the diabetics and by 
20 of the non-diabetics. Arteriography, which was 
carried out in 8 diabetics and 18 non-diabetics, revealed 
that the femoral and popliteal arteries were normal in 


9 out of 10 limbs of diabetics but in only 2 out of 21 
limbs of non-diabetics. 

Discussing these findings the author suggests that 
increasing age is the most important factor in the develop- 
ment of arterial disease in diabetics. He points out that 
his study confirms the commonly held view that arterio- 
sclerotic disease of the legs in diabetic patients more often 
presents with gangrene than with intermittent claudica- 
tion, though the latter is the commoner symptom in 
non-diabetic peripheral vascular disease. Intermittent 
claudication affecting the calf is usually due to obstruc- 
tion of the femoral or popliteal arteries, and the present 
investigation showed that these vessels are more often 
diseased in the limbs of non-diabetics than in those of 
diabetics. This would appear to strengthen the view 
that the characteristic diabetic vascular lesion is in 
the smaller vessels, and the recognition of this may be a 
factor in the increasing tendency to more conservative 
treatment of diabetic gangrene instead of high amputa- 
tion of the affected limb as recommended by earlier 
workers. J, Lister 


212. Effect of Glucagon in Stable and Unstable Diabetic 
Patients 

W. R. Kirt Ley, S. O. Waire, and F. B. Peck. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)] 83, 387-389, 
June, 1953. 1 fig., 7 refs. 


Writing from the Lilly Research Laboratories, 
Indianapolis, the authors describe the effect of a highly 
purified preparation of glucagon, the hyperglycaemic— 
glycogenolytic factor of the pancreas, on the blood sugar 
level of normal subjects and of 8 female diabetic patients 
in the Indianapolis General Hospital. The glucagon 
was given by intravenous infusion, each subject receiving 
10 pg. per kg. body weight. The blood sugar levels of 
the normal subjects reached a peak about 10 minutes 
after completion of the infusion and fell below the 
fasting level within 60 to 90 minutes. 

The blood sugar curves of the diabetics were found 
to fall into two groups. In the first group (4 patients) 
the curve rose to the same height as that in the normal 
subjects but fell more slowly, being still above the 
fasting level at 90 minutes and only reaching the initial 
level after 2 hours; the fall in the serum inorganic 
phosphorus level was small. The patients in this group 
were middle-aged or elderly, overweight, relatively 
insensitive to insulin, and not liable to ketosis. In the 
second group of 4 patients the blood sugar level did not 
rise as high as in the first group, and fell below the initial 
level after 60 minutes; there was a normal decrease in 
serum phosphorus content. Three of the patients in 
this group had a labile type of diabetes with large, spon- 
taneous fluctuations of the blood sugar level. The 
authors suggest that the smallness of the rise in blood 
sugar may be due to lack of liver glycogen in a patient 
with little or no endogenous insulin. In contrast, the 
overweight patients, believed to be capable of secreting 
insulin, would have an adequate store of liver glycogen 
capable of releasing glucose under the influence of 
glucagon. K. O. Black 
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213. A Nicotinic Acid Ester (‘* Trafuril ’’) Skin Test in 
Rheumatic Diseases. [In English] 

M. OKA. Acta medica Scandinavica [Acta med. scand.] 
145, 258-262, May 8, 1953. 5 refs. 


The author reports, from the Hospital of the Rheu- 
matism Foundation, Heinola, Finland, the results of 
skin tests with “ trafuril’’ (an ointment containing 5% 
tetrahydrofurfuryl nicotinic acid ester) in 269 cases of 
rheumatism (mainly rheumatoid arthritis) and 69 healthy 
control subjects. The application of trafuril to the skin 
resulted in an erythematous reaction within 10 or 15 
minutes in all the controls, in the 2 cases of purpura 
rheumatica, and in all 8 cases of osteoarthritis. In 
about two-thirds of the remaining cases (consisting of 
228 cases of rheumatoid arthritis, 16 of ankylosing 
spondylitis, and 2 of psoriatic arthritis) the result was 
negative, a positive reaction occurring mainly in early 
cases and in children with rheumatoid arthritis. After 
treatment with ACTH (corticotrophin) or cortisone, 
or after the development of complications of gold therapy, 
a positive reaction frequently developed in cases in which 
it had previously been absent. Kathleen M. Lawther 


214. Rheumatism and Arthritis. Review of American 
and English Literature of Recent Years. (Tenth Rheu- 
matism Review) Part 1 

W. D. Rosrtnson, E. W. BoLANb, J. J. Bunim, D. C. 
CRAIN, E. P. ENGLEMAN, W. GRAHAM, L. M. LOCKIE, 
M. M. MontGomery, C. RAGAN, M. W. Ropes, E. F. 
ROSENBERG, and C. J. SmytH. Annals of Internal 
Medicine [Ann. intern. Med.] 39, 498-618, Sept., 1953. 


See also Tuberculosis, Abstract 89. 


ACUTE RHEUMATISM 


215. Treatment of Acute Rheumatism with Butazolidin 
J. FLEMING and G. Witt. Annals of the Rheumatic 
Diseases (Ann. rheum. Dis.] 12, 95-97, June, 1953. 2 figs. 


The authors report from the Royal Infirmary, 
Greenock, the good results in 5 patients with rheumatic 
fever who had failed to improve with salicylates and who 
were treated with phenylbutazone (“ butazolidin’”’), 
200 mg. by mouth 3 times a day (twice a day in one of the 
cases). Rapid improvement took place in them all. 

The first patient, a young woman of 17, was gravely ill 
with pericarditis in addition to the joint lesions. There 
was no response after 7 days’ treatment with salicylates, 
but on the day after butazolidin therapy was begun her 
temperature fell to normal, and 2 days later the peri- 
cardial friction had ceased. The erythrocyte sedimenta- 
tion rate fell from 94 mm. in one hour (Westergren) to 
38 mm. and convalescence was favourable. A schoolboy 
of 11 with high fever and acutely inflamed joints who did 
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not respond to salicylates had a normal temperature 
24 hours after being given butazolidin, and his joints 
were normal 4 days later. Another schoolboy, aged 9, 
with subacute rheumatism which was not influenced 
by aspirin was given butazolidin 4 weeks after admission 
to hospital; during the next few days his temperature 
became normal and the erythrocyte sedimentation rate 
improved. A schoolgirl aged 15 with acute rheumatic 
fever had a temperature about 101°5° F. (38-6°C.) 
which had not responded to 15 gr. (1 g.) of aspirin 4 times 
daily for 10 days. There was an immediate fall in the 
temperature when butazolidin was given, and administra- 
tion of the drug was stopped on the 5th day. A relapse 
on the 9th day responded again immediately to butazoli- 
din. The fifth case was that of a schoolboy of 12 years 
who had acutely inflamed joints and high fever which 
also had failed to respond to 15 gr. of aspirin 4 times a 
day. There was a good response, however, to butazo- 
lidin, which was given for 13 days, and this was followed 
by a favourable convalescence. No toxic reactions were 
seen in any of these cases. K. C. Robinson 


216. The Effect of Cortisone Therapy on the Incidence 
of Rheumatic Heart Disease 

A. L. JOHNSON and C. FERENCZ. New England Journal 
of Medicine [New Engl. J. Med.] 248, 845-847, May 14, 
1953. 5 refs. 


At the Children’s Memorial Hospital, Montreal, 
the effect of administration of cortisone on the incidence 
of heart disease was studied in 100 patients with active 
rheumatic fever, 80 similar patients who had no cortisone 
serving as controls. The patients in both groups were 
between 3 and 14 years of age. The majority of the 
treated group received 200 mg. of cortisone for 2 days 
and 100 to 150 mg. daily for 28 days or longer. The 
degree of cardiac involvement was assessed from the 
results of clinical, electrocardiographic, and fluoroscopic 
examination. 

There was no significant difference between the two 
groups in the incidence of heart disease. The authors 
state that the lower death rate in the treated group was 
not statistically significant, but that in view of the dram- 
atic improvement in many severely ill patients it appeared 
possible that the death rate from acute rheumatic fever 
was reduced by the drug. Oswald Savage 


217. Use of Sulfonamides and Penicillin to Prevent 
Recurrence of Rheumatic Fever. A Twelve-Year Study 
E. Rosperts. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 85, 643-647, June, 1953. 3 refs. 


Of 638 children admitted to the Children’s Heart 
Hospital, Philadelphia, with rheumatic fever during the 
10-year period 1940-50, 467 were subsequently given 
various forms of sulphonamide prophylaxis for periods 
ranging from 3 months to 2 years. During the first 3 
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years of the period, treatment was given only between 
September 1 and June 1 each year, the dosage ranging 
from 3 to 6 g. daily to maintain a serum level of 4 to 5 mg. 
per 100ml. During the next 7 years treatment was given 
continuously throughout the year, but the dose used was 
smaller, varying from 0-5 to 1-0 g. daily. All these 
children were in hospital while the prophylactic treatment 
was being given. Only 2 recurrences occurred in children 
taking sulphonamides compared with 9 recurrences 
among 44 control subjects during the same period 
and 38 recurrences among 154 patients in a 2-year period 
before the introduction of prophylactic sulphonamide. 
In 34 additional cases the patient started taking pro- 
phylactic sulphonamide but developed toxic manifesta- 
tions (chiefly rashes, haematological reactions, and 
albuminuria) which made it necessary to discontinue the 
drug. The incidence of toxic manifestations was 
unrelated to the dosage used. 

In view of the toxic complications of sulphonamide 
prophylaxis, penicillin prophylaxis was substituted in 
1950, and up to July 1, 1952, 102 children had been 
treated, each receiving 100,000 units of crystalline 
benzyl penicillin twice a day by mouth in liquid form. 
None of these children had a recurrence of rheumatic 
activity, and none had toxic reactions of any kind. 

R. S. Illingworth 


218. A Chemical Examination of Connective Tissue in 
Rheumatic Fever 

R. ConspeEN, L. E. GLYNN, and W. M. STANIER. Bio- 
chemical Journal [Biochem. J.] 55, 248-253, 1953. 1 fig., 
33 refs. 


Subcutaneous nodules were excised from the elbow 
region in 12 cases of rheumatic fever at the Canadian 
Red Cross Memorial Hospital, Taplow, freed by micro- 
dissection from adjacent tissue, washed, dried, and 
extracted with benzene and light petroleum to remove 
fatty material. Specimens of normal connective tissue 
obtained post mortem were treated similarly. (The 
authors give full details of all methods.) After auto- 
claving with water at 120°C. for 3 hours to remove 
collagen, the rheumatic nodules yielded a _ residue 
varying between 25 and 40% of the original weight, 
whereas the residue from non-rheumatic connective 
tissue gave only 10% residue. The extracts of the two 
tissues thus obtained, after hydrolysis with hydrochloric 
acid, gave similar chromatograms which resembled those 
obtained by Bowes and Kenton for collagen. The 
chromatograms of the residues, however, differed 
markedly, those from non-rheumatic connective tissue 
yielding findings suggestive of elastin, while those from 
the rheumatic-nodule residues suggested the presence of a 
tyrosine-rich protein or polypeptide in addition to 
elastin; this substance appeared to be present also in 
non-rheumatic tissue, but in much smaller amount. 
Analysis of the sugars released on hydrolysis suggested 
that the polysaccharide components normally present in 
subcutaneous connective tissue are also present in rheu- 
matic nodules, but in greater quantities. The higher 
content of non-collagen protein and of polysaccharide 
in the nodules may be due either to increased deposition 


of these substances or to the destruction and removal of 
collagen. The presence of a tyrosine-rich protein and of 
polysaccharide in both rheumatic and non-rheumatic 
tissue indicates the presence of substances other than 
collagen and elastin—possibly forming part of the inter- 
fibrillary ground substance, which is generally considered 
to be mucoprotein in nature. There was no evidence of 
the presence of large quantities of fibrin in the nodules. 
R. E. Tunbridge 


219. Treatment of Acute Chorea. (O neveHuu 6ombHEIx 
ocTpoH xopeed) 

M. G. MALKINA. +KypHaa Heeponamonoeuu u cuxu- 
ampuu [Zh. Nevropat. Psikhiat.| 53, 139-142, Feb., 1953. 
3 figs., 5 refs. 


The pathogenesis of chorea has been studied by Russian 
workers on the basis of Pavlov’s theories, the symptoms 
being attributed to cerebral excitation (and subsequent 
inhibition) caused by cerebral oedema. Investigations 
carried out at the Saratov Medical Institute have further 
shown that this oedema affects especially the subcortical 
centres and that it is part of a general disturbance of water 
metabolism. 

With the aim of causing dehydration and thus reduc- 
tion of the cerebral oedema, two methods of treatment 
have been used in cases of chorea. (1) ‘‘ Combined 
osmotherapy ”’, consisting in intramuscular injections of 
5 to 10 ml. of 25% magnesium sulphate solution (the dose 
being diminished with clinical improvement) and 
repeated lumbar puncture. Of 21 patients so treated, 
4 were cured after 18 days and 11 after 19 days, the 
remaining 6 patients showing some degree of improve- 
ment. (2) A course of 6 to 12 injections of a mercurial 
diuretic given at 3-day intervals. Of 27 patients treated 
in this way, 13 were cured after 19 days and 11 were 
improved; the condition of 2 others was unchanged and 
in one case it became worse. In both groups | to 3 g. 
of sodium salicylate was given daily in addition to the 
measures described. W. Szaynok 


CHRONIC RHEUMATISM 


220. Adrenaline Cream. An Assessment of its Value 
in the Rheumatic Disorders 

J. S. LAwrence and R. J. SLADDEN. British Medical 
Journal [Brit. med. J.) 1, 1085-1087, May 16, 1953. 
4 refs. 


The authors review the somewhat contradictory litera- 
ture on the results achieved by massage with a cream 
containing adrenaline in the treatment of patients suf- 
fering from rheumatic conditions. Their own trial at 
the Walkden Miners’ Clinic and Rheumatism Research 
Centre, Manchester University, embraced investigation 
both of the efficacy of adrenaline cream as a pain- 
reliever and of the recovery times of patients under 
treatment. In one investigation 65 patients were treated, 
approximately one-half of them with adrenaline cream 
and one-half with a similar cream containing no adrena- 
line. At the time of treatment neither the doctors nor 
the physiotherapists knew which cream they were using. 
In another investigation 60 patients were treated with 
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adrenaline cream, by dry massage, and without massage 
for three consecutive periods, the order in which the 
treatments were carried out varying, and other physio- 
therapeutic measures, such as heat treatment, were 
applied without interruption. Results were assessed on 
the basis of whether relief from pain was complete, 
partial, or non-existent. It was found that dry massage 
gave more relief than massage with simple cream, and 
that massage with adrenaline cream “* produced complete 
relief in a significantly greater proportion of patients 
than simple cream”. It was concluded that massage 
with adrenaline cream and dry massage produced a 
similar degree of palliation. 

Another investigation was carried out to ascertain the 
effect of adrenaline cream on recovery, 64 alternate 
patients being treated with either adrenaline cream or 
simple cream until complete relief was obtained or no 
further improvement could be expected. While the final 
results achieved in the two groups were the same, it was 
found that there was a significant difference in the time 
taken to return to work between the two groups: all 
those in the group treated with simple cream returned 
to work by the end of the investigation, but of those 
treated with adrenaline cream 3 failed to return to work 
and 2 who were originally at work had to stop. 

Discussing their findings, the authors point out that 
the mode of action of adrenaline cream is by no means 
clear, but they suggest that the delay in recovery following 
the use of this substance may be due to an interference 
with the pain-defence mechanism. W. Tegner 


221 (a). Toxic Effects of Phenylbutazone 

J. R. Nassim and T. PILKINGTON. British Medical 
Journal [Brit. med. J.) 1, 1310-1311, June 13, 1953. 
12 refs. 


221 (6). Toxic Effects of Phenylbutazone, with Special 
Reference to Disorders of the Blood 

J. C. LEONARD. British Medical Journal (Brit. med. J.} 
1, 1311-1313, June 13, 1953. 22 refs. 


These two papers both deal with the secondary toxic 
manifestations of phenylbutazone butazolidin 
In the first, the authors report the occurrence of toxic 
symptoms in 46 (42%) of 109 patients with rheumatoid 
arthritis, osteoarthritis, or gout given an average daily 
dose of 0-6 g. by mouth with restricted salt intake. [This 
figure is to be compared with the over-all figure of 22% 
for cases published in the literature which is cited in the 
second paper.] Considerable symptomatic improve- 
ment was noted in 59 cases, but was not associated with 
reduction in the erythrocyte sedimentation rate. The 
toxic effects were generally similar to those previously 
reported and were found to occur usually after 3 weeks of 
treatment. 

The author of the second paper briefly reviews the 
literature and reports in detail 2 cases of blood dyscrasia 
attributable to the drug, one being a case of fulminating 
aplastic anaemia and the other a case of agranulocytosis 
with uneventful recovery. There was no evidence that 
the toxic reactions bore any relation to dosage. In the 
fatal case, which was diagnosed as one of rheumatoid 
arthritis, the patient had previously suffered from myx- 
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oedema, which had responded to treatment with thyroid, 
and had also been treated with ACTH (total dose 0-82 g.) 
and with gold (total dose 0-44 g.). The possibility is 
discussed that the anaemia might have been due to the 
previous gold therapy or that the patient had thereby 
become sensitized to phenylbutazone. Harry Coke 


222. A Rheumatoid Syndrome Occurring in the 
Elderly 

L. BAGRATUNI. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 12, 98-104, June, 1953. 1 fig., 21 refs. 


A syndrome is described affecting elderly people and 
characterized by generalized aching, especially of the 
shoulders and cervical region, but often also involving 
the back, chest, and limbs. There is a prolonged inter- 
mittent fever with sweating and great loss of weight. 
The sedimentation rate is very high and there is a secon- 
dary anaemia. The joints need not be involved. The 
course may be prolonged over months or years, but the 
ultimate prognosis is good. 

The syndrome is more closely related to rheumatoid 
arthritis than to the other collagen diseases. It is sug- 
gested that the term rheumatoid disease be more exten- 
sively used to describe this and similar syndromes.— 
[Author’s summary.] 


See also Endocrinology, Abstract 206, 


RHEUMATOID ARTHRITIS 


223. Factors in Gold Dosage and Toxicity in Rheu- 
matoid Arthritis 

J. S. Lawrence. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 12, 129-135, June, 1953. 27 refs. 


The author points out that gold therapy appears to be 
more effective in rheumatoid arthritis when high dosage - 
is used, and that the major toxic effects tend to occur 
when quiescence has been reached. With this in mind, 
he gives the maximum dose from the start and regulates 
the succeeding doses according to the activity of the 
disease, as indicated by the erythrocyte sedimentation 
rate (E.S.R.) or, preferably, by the plasma fibrinogen 
content. Thus for a patient with an E.S.R. of over 
25 mm. per hour (Westergren) (or a plasma fibrinogen 
level of over 550 mg. per 100 ml.) an initial weekly dose 
of 200 mg. of gold salt is given, this dose being reduced 
as the E.S.R., which is estimated monthly, falls; when 
the E.S.R. has become normal (or the plasma fibrinogen 
level less than 450 mg. per 100 ml.), 50 mg. weekly is 
given until the E.S.R. has remained normal for 2 months, 
no limit being placed on total dosage. No serious side- 
effects occurred in a series of 30 cases treated in this way, 
and the incidence of stomatitis was significantly lower 
than in a parallel series treated with increasing doses of 
gold to a total of 2-5 g., in which serious reactions 
occurred. 

In order to compare their toxicity, the author has 
treated alternate cases of rheumatoid arthritis over a 
period of 10 years with sodium or calcium aurothio- 
malate myocrisin or “* aurocalcium (39 cases) and 
sodium aurothioglucose (“solganal B’’) (30 cases). 
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He found that stomatitis and skin eruptions occurred 
rather more frequently with aurothiomalate, and that 
albuminuria was of equal incidence in both groups; most 
of these effects were mild and necessitated only modifica- 
cation or temporary withdrawal of treatment. It is 
suggested that the lower toxicity of aurothioglucose as 
compared with aurothiomalate may be related to its 
larger molecule. 

No significant difference in efficacy was found between 
aurothioglucose and aurothiomalate when given accord- 
ing to the scheme of dosage outlined above, efficacy 
being assessed by the percentage of patients in whom a 
normal E.S.R. was attained. The efficacy of aurothio- 
glucose given in lower doses (100 mg. weekly) in a series 
of 30 cases was, however, significantly less, though the 
results were still better than in a control series of 30 cases 
treated with the oily vehicle alone. B. E. W. Mace 


224. Fatal Complication following Insulin Therapy in 
Rheumatoid Arthritis 

N. R. W. Simpson and G. F. TRowsripGe. Annals of 
the Rheumatic Diseases [Ann. rheum. Dis.] 12, 142-143, 
June, 1953. 2 refs. 


225. Effect of 8-Tetrahydronaphthylamine in Rheuma- 
toid Arthritis. (Uber die Wirkung von f-Tetrahydro- 
naphthylamin bei primar-chronischer Polyarthritis) 

B. Liperitz and K. A. Meyer. Klinische Wochenschrift 
[Klin. Wschr.] 31, 492-496, June 1, 1953. 2 figs., 
26 refs. 


B-Tetrahydronaphthylamine is primarily a sympathetic 
stimulant with some action on the parasympathetic 
system. During an investigation of its action on the 
vegetative nervous system, carried out in the Medical 
Clinic of the University of Miinster, it was noticed that 
individuals suffering from rheumatoid arthritis were able 
to move the affected joints more easily and with less pain 
after being given the drug. The possible analgesic 
properties of the drug were then tested by determining 
its effect on the strength of electric stimulus necessary 
to elicit pain when applied to the region of the median 
nerve at the wrist. The experiment showed that the 
drug had no effect on sensitivity to pain in rheumatic 
and non-rheumatic subjects alike. Another possible 
mode of action was suggested by the observation that 
muscle tone appeared to be decreased after administration 
of the drug, non-rheumatic subjects complaining that 
their limbs felt heavy and useless, although movements 
could be carried out with an effort. Patients with 
rheumatoid arthritis on the other hand were very im- 
pressed by their increased activity and lack of pain. Asa 
working hypothesis, therefore, it was assumed that the 
drug caused muscular relaxation and a loosening of the 
capsules of affected joints, relief of pain following auto- 
matically. No effect of the drug on the electrical 
reactions of muscles could be demonstrated electromyo- 
graphically, but investigation of its effect on intramuscular 
tension by the technique of Henderson (involving 
measurement of the resistance to intramuscular injection 
of saline) in 18 patients with rheumatoid arthritis showed 
that a definite reduction of tension occurred on injection 


of 8-tetrahydronaphthylamine in all 15 cases in which 
the drug also relieved joint pain. In one case a fall of 
tension was unaccompanied by relief of pain, but this 
was attributed to bony ankylosis; in the remaining 
2 cases there was no fall in tension and no relief of 
pain. 

It is not suggested that the drug should be used as a 
therapeutic agent in its own right. There is, in fact, 
evidence that the initially effective dose of 0-025 g. has 
to be doubled after 7 days. Its main value would appear 
to be in facilitating active and passive movement of the 
affected joints, particularly when supplies of cortisone 
are not available. In 28 cases (22 women, 6 men) of 
rheumatoid arthritis the drug was given half an hour 
before physiotherapy (in 20 cases subcutaneously and 
in 8 by mouth). The results were “ excellent’? in 15 
and good ”’ in 11; no toxic effects were observed. 

. D. Preiskel 


226. Treatment of Rheumatoid Arthritis with Atebrin. 
{In English] 


M. J. OKA. Annales medicinae internae Fenniae [Ann. 


med. intern. Fenn.] 42, 215-220, 1953. 5 refs. 


The author briefly reviews the literature dealing with 
** atebrin *’ (mepacrine), and recalls the claim made by 
Freedman and Bach that the drug may be of value in the 
treatment of rheumatoid arthritis. In the series here 
reported, 17 female and 7 male patients suffering from 
active rheumatoid arthritis were treated with 0-1 g. of 
atebrin 3 times a day for one week and then with 0-1 g. 
twice a day as a maintenance dose. In 2 of these patients 
the activity of the rheumatoid arthritis ceased completely 
after 8 weeks’ treatment. In all the other patients signs 
of activity remained after periods of treatment of up to 
12 weeks, but 7 of the patients were subjectively improved 
and in 11 there was slight improvement. There were no 
serious toxic reactions, but yellowing of the skin usually 
appeared in the second week of treatment. Four 
detailed case histories from the series are given. 

The author concludes that atebrin has some anti- 
rheumatic action but that this action is -sufficiently 
efficacious in only abou: one-third of the patients treated. 
The series reported was uncontrolled. W. Tegner 


227. The Treatment of Chronic Joint Disease with 
**GT 50” [Vitamin D2]. (Le traitement des arthroses 
par le GT 50) 

A. GAUTIER. Praxis [Praxis] 42, 709-711, Aug. 20, 1953. 
3 refs. 


228. Ascorbic Acid, Glucose-1-phosphate, and Lysergic- 
acid Diethylamide in Rheumatoid Arthritis 

R. R. H. Lovett, J. A. Osporne, H. C. GOODMAN, and 
B. Hupson. Lancet [Lancet] 1, 970-973, May 16, 1953. 
1 fig., 10 refs. ‘ 


The authors recall that Long ef al. (Lancet, 1951, 1, 
1085; Abstracts of World Medicine, 1951, 10, 371) 


postulated that, on the analogy of the diminution of 
experimental tuberculin hypersensitivity in guinea-pigs 
by cortisone and ACTH, other factors influencing such 
sensitivity might also influence arthritis in man. They 
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also suggested that the action of ACTH and cortisone 
is mediated through ascorbic acid, and the effect of this 
substance was therefore tried in patients with arthritis, 
as were the effects of glucose-1-phosphate and lysergic 
acid diethylamide, both of which modify experimental 
tuberculin sensitivity. 

For the tests, which were carried out at St. Mary’s 
Hospital, London, 10 patients with rheumatoid arthritis 
and one with polyarteritis nodosa with predominant 
involvement of the joints were chosen. They were kept 
on a scorbutic diet and all were given acetylsalicylic 
acid, 30 to 60 gr. (2 to 4 g.) daily, and codeine when 
required. 
proved the arthritis, but this improvement continued 
when ascorbic acid was administered, and cortisone and 
ACTH produced further improvement while the patient 
was still on this diet. Two other patients experienced 
no change in their symptoms, while tuberculin sensitivity 
increased in one patient, but decreased when ACTH was 
given. In 4 patients receiving glucose-l-phosphate and 
in a further 4 given lysergic acid diethylamide no effect 
on the arthritis or tuberculin sensitivity could be detected. 

It is clear that no evidence was found to support an 
analogy between experimental tuberculin sensitivity 
and the tissue reactions in rheumatoid arthritis. The 
possibility is suggested that the tuberculin reaction in 


the guinea-pig and in man may differ. G. Loewi 
229. H.P.C. (3-Hydroxy-2-phenylcinchoninic Acid) in 


Rheumatoid Arthritis 
L. MANDEL and G. D. Kersey. Annals of the Rheu- 


matic Diseases [Ann. rheum. Dis.] 12, 136-139, June, 
1953. 6refs. 


In a pilot series of 21 cases, the patients were all given 
control tablets for periods of 2 to 21 (average 10) days 
and were then all transferred to H.P.C. tablets for 10 to 
36 (average 20) days. Twenty of these patients showed 
improvement during the H.P.C. therapy, whereas only 
12 had shown slight improvement while taking the 
control tablets. 

In a second series of 51 cases, 26 patients were given 
1-2 g. H.P.C. daily, and 25 received control tablets. 
Fourteen treated cases and 9 controls were much im- 
proved after 21 days, a proportion that could not have 
occurred by chance. 

The excellent results in the pilot series are probably 
misleading, as these patients were all given the control 
tablets before the drug, which was then continued for a 
longer period. It is thus considered that the results of 
the second random selected series provide a more reliable 
and accurate evaluation of the efficacy of H.P.C. A\l- 
though the proportion of patients in the second series 
who improved during H.P.C. therapy is greater than that 
of those who improved with the control tablets, the 
difference is not significant. The beneficial effect of 
H.P.C. in rheumatoid arthritis has thus not been con- 
clusively proven. 

Furthermore, the toxic effects of the drug cannot be 
minimized as they occurred in a high proportion of cases 
and were often sufficiently severe to necessitate withdrawal 
of therapy: 55% of patients taking 1-2 g. daily developed 


In one patient the scorbutogenic diet im- : 


some gastro-intestinal symptoms, and in one-third of 
these the drug had to be discontinued; skin eruptions of 
varying severity developed in 9 out of 11 patients taking 
the drug for 3 months, and treatment had to be stopped 
in 3. No relation between toxic effects and clinical 
improvement was noted.—[Authors’ summary.] 


230. Hydrocortisone Administered Orally in Rheuma- 
toid Arthritis 

E. W. BoLAND. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis. 12, 125-128, June, 1953. 1 fig., 9 refs. 


Investigations were undertaken by the author to 
ascertain the relative therapeutic efficacy of cortisone 
acetate and hydrocortisone, administered orally, in 
rheumatoid arthritis. In the first trial 44 patients, who 
had been treated with cortisone acetate continuously for 
an average of 60 weeks and whose maintenance dosage 
had been stabilized at a level which gave the greatest 
degree of improvement consistent with the avoidance of 
major side-effects, were given hydrocortisone instead, 
the dosage being adjusted to give similar results. It was 
found that 40 of these patients required a smaller main- 
tenance dose when hydrocortisone was used, none 
requiring a greater dose, and that the disease was better 
controlled in two-thirds of the patients, while the incidence 
of side-effects fell from 70% to 52%. 

In a further investigation 16 patients were treated 
with oral hydrocortisone from the beginning, the normal 
routine of initial suppressive doses followed by gradual 
reduction to a maintenance dose being carried out, 
Because hydrocortisone is rapidly absorbed and dis- 
sipated, the daily dose was given in four fractions. It was 
found that a smaller initial suppressive dose could be used 
than is needed with cortisone acetate, 60 to 80 mg. of 
hydrocortisone daily being sufficient for severe cases. 
Maintenance doses also were smaller, but in spite of this, 
‘““marked”’ or ‘“‘ very marked’? improvement was 
maintained in 15 of these patients for periods of 12 to 
30 weeks; 3 patients developed mild side-effects. 

The author concludes that hydrocortisone has a 
greater antirheumatic activity than an equivalent weight 
of cortisone and that the dissociation between its anti- 
rheumatic and other endocrine effects is greater. Hydro- 
cortisone therefore appears to have definite therapeutic 
advantages over cortisone acetate. B. E. W. Mace 


231. Still’s Disease Treated with ACTH and Cortisone 
R. G. WELCH and C. C. ForsytH. Great Ormond Street 
Journal (Gt. Ormond Str. J.] 5, 1-6, June, 1953. 3 figs., 
9 refs. 


The results of administration of cortisone and ACTH | 
in 15 cases of Still’s disease are reported. In spite of a 
high dosage and a long period of treatment, side-effects 
were fewer than expected. The typical moon-face was 
common, but there was no electrolyte disturbance or 
significant glycosuria. Of the 15 patients, 3 died and 
2 were lost to subsequent follow-up. The condition was 
well controlled by cortisone in one patient and partially 
controlled in 2. One other patient had limitation of 
movement, although the disease was quiescent, and 6 
patients were well at the time of reporting. 
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The authors conclude that administration of ACTH or 
cortisone modifies the signs and symptoms of Still’s 
disease more consistently than any other form of treat- 
ment, and that while the outcome in this series is not 
significantly better than that observed by other workers 
before these drugs were available, it may prove to be 
better in time. Oswald Savage 


232. Comparative Effects of ACTH and Butazolidin in 
Rheumatoid Arthritis 

R. M. Mason. Annals of the Rheumatic Diseases {Ann. 
rheum. Dis.) 12, 82-87, June, 1953. 11 refs. 


** Butazolidin ”’ (phenylbutazone) has, in the opinion 
of some workers, an “ antirheumatic’’ as well as an 
analgesic action. In an attempt to determine its action, 
if any, on the reversible phenomena of rheumatoid 
arthritis, the author made a detailed study of a small 
group of patients in which he compared its effects with 
that of ACTH, well recognized as an antirheumatic 
agent. The group consisted of 6 patients with active 
rheumatoid arthritis of recent onset, and 3 were given 
the ACTH first, and 3 the butazolidin first. The dose of 
ACTH was 100 mg. in 24 hours given intramuscularly 
for at least 5 days; that of butazolidin was 600 to 800 mg. 
in 24 hours given by mouth for at least 10 days. 

ACTH caused a substantial fall in the erythrocyte 
sedimentation rate in all 6 cases, whereas butazolidin 
caused a fall in 4 cases and a rise in 2. The 17-keto- 
steroid excretion was estimated in 4 cases and the gluco- 
corticoid excretion in 3. ACTH caused a rise of both 
these values in all the patients, while butazolidin pro- 
duced a fall in all the patients except one, in whom there 
was a small rise in the level of glucocorticoid excretion. 
In 4 of the cases which were suitable for measurement 
of the swelling of the proximal interphalangeal joints 
ACTH caused a consistent reduction in swelling and 
butazolidin caused variable changes. Two subjective 
effects were measured, namely, spontaneous pain and 
joint tenderness; both agents produced considerable 
improvement. In two tests of function both agents 
brought about improvement in grip in 5 out of the 6 
patients, while in a test of walking time, which was given 
to 5 of the patients, some improvement was noted in all of 
them. 

The author concludes that over a short period there is 
no evidence that butazolidin has a cortisone-like action, 
but it does appear to be comparable to ACTH in its 
effect on the features of rheumatoid arthritis in which 
pain is an important element. K. C. Robinson 


233. Observations on the Treatment of Rheumatoid 
Arthritis with Butazolidin 

J. P. Currie, R. A. Brown, and G. WILL. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.] 12, 88-94, June, 
1953. 4 figs., 46 refs. 


The authors give an account of the development and 
pharmacology of “ butazolidin’’ (phenylbutazone). 
They consider that an initial blood level of 8 to 11 mg. 
per 100 ml. is required to suppress symptoms, but that 
remission can be maintained by concentrations of 4-6 to 
8 mg. per 100 ml. [The data on which these conclusions 


are based are not given.] The varying requirements of 
different patients in respect of maintenance dosage are 
related to the rates at which they metabolize the drug. 
The authors therefore evolved the following dosage 
scheme which suited the majority of patients, correcting 
it where necessary by estimations of the blood butazolidin 
level (using a modification of Pulver’s method): the 
unit dose of butazolidin was 200 mg. by mouth, 4 of 
these doses being given on the first day, 3 doses on the 
second and third days, 2 on the fourth and fifth days, and 
one dose on the sixth and subsequent days. If the 
patient’s improvement was maintained on a dose of 
200 mg. daily the frequency of administration was reduced 
to every other day. 

The results of this treatment with butazolidin are 
reported in 424 cases of rheumatoid arthritis at Glasgow 
Royal Infirmary. Subjective improvement occurred in 
95% of patients, improved performance in 93%, and 
objective improvement in 30% (the criteria for the last- 
named including the appearance and measurement of 


joints and estimation of the erythrocyte sedimentation 


rate and plasma viscosity). The duration of this treat- 
ment was up to 6 months in many of the cases. Toxic 
effects were noted in only 4-7% of cases and in all of 
these they were mild, treatment having to be stopped in 
only 3 cases. This low incidence of undesirable effects 
is attributed to careful dosage and to the careful selection 
of patients, the aged and those with a poor cardiac reserve 
being excluded. Gastro-intestinal symptoms were not 
seen when enteric-coated tablets were used. 

The authors conclude that in addition to giving relief 
to a large proportion of cases of rheumatoid arthritis, 
butazolidin suppresses rheumatoid activity; most of the 
cases relapsed, however, when the drug was withdrawn. 

(A useful table analysing the toxic reactions reported by 
eighteen other authors is included in this paper.) 

K. C. Robinson 


234. Treatment of Rheumatoid Arthritis with Phenyl- 
butazone 

D. FREELAND, G. Storey, and M. THompson. Lancet 
[Lancet] 1, 1227-1229, June 20, 1953. 13 refs. 


The authors have investigated, at the London Hospital, 
the effect of phenylbutazone in a series of 57 patients 
suffering from rheumatoid arthritis. Alternate patients 
were given either phenylbutazone or an inert substance, 
the dose of phenylbutazone being 200 mg. 3 times a day 
for 4 weeks, and neither the patients nor the doctors 
assessing progress knew which substance each patient 
was taking. Patients were examined before the trial 
and again after 28 days; subjective improvement was 
assessed by the relief of pain and joint stiffness and 
improved ability to perform routine tasks, objective 
improvement by alterations in the diameter and range of 
movement of the joints. 

The results for 55 patients who completed the course 
were analysed statistically. The number of patients 


showing subjective and objective improvement was 
significantly greater in the group given phenylbutazone 
than in the control group, 22 patients receiving pheny!- 
butazone showing subjective improvement as against 11 
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in the control group, while the figures for objective 
improvement were 12 and 5 respectively. No significant 
change in the haemoglobin values, leucocyte count, or 
erythrocyte sedimentation rate was noted in those 
treated with phenylbutazone; these patients, however, 
showed an average gain in weight after 2 and 4 weeks of 
treatment which was statistically significant. In 3 
patients toxic effects were so severe that treatment with 
phenylbutazone had to be discontinued. 

The effect of the drug on another, larger but uncon- 
trolled, group of 164 patients is also presented, particular 
attention being paid to toxic effects. These patients 
received the drug for periods varying from 1 to 6 months. 
In this series toxic effects occurred in 40% of the cases, 
being severe enough in half of these for treatment to be 
stopped, but in the other half the toxic effects wore off 
although treatment was continued. The chief complica- 
tions were indigestion and nausea (28 cases) and skin 
eruptions (15 cases). Other complications occurring 
fairly frequently were diarrhoea, sore mouth, oedema, 
and lymphadenopathy. No case of agranulocytosis 
occurred. The authors are of the opinion that because 
of the potential danger of phenylbutazone the drug should 
be given to patients only under strict medical supervision. 

C. E. Quin 


235. Fatal Agranulocytosis and Gastric Ulceration due 
to Phenylbutazone 

N. V. Dittinc. Lancet [Lancet] 1, 1230-1231, June 20, 
1953. 19 refs. 


236. Rehabilitation of 
Arthritis 

F. BAKER. Archives of Physical Medicine and Rehabilita- 
tion (Arch. phys. Med.] 34, 299-303, May, 1953. 4 figs., 
3 refs. 


The author prefaces this paper with a detailed descrip- 
tion of the anatomy and function of the normal hand, 
special reference being made to the metacarpophalangeal 
joint. The sequence in the development of deformities 
as a result of rheumatoid arthritis is then described, 
the main deformities being subluxation and flexion of the 
metacarpophalangeal joint due to a loose capsule, and 
ulnar deviation due to gravity and unequal muscle forces. 

A programme of exercises to be given by the physio- 
therapist is outlined, the aim of the exercises being cor- 
rection of the alignment of the phalanx on the meta- 
carpal, followed by extension of the metacarpophalangeal 
joint, and finally by extension of the phalangeal joints. 
In closing the hand, flexion of the phalangeal joints should 
be carried out first and then flexion of the metacarpo- 
phalangeal joint. J. B. Millard 


the Hand in Rheumatoid 


237. Fistulous Rheumatism. A Manifestation of Rheu- 
matoid Arthritis 

E. G. L. Bywaters. Annals of the Rheumatic Diseases 
|Ann. rheum. Dis.] 12, 114-121, June, 1953. 9 figs., 
3 refs. 


In this paper from the Postgraduate Medical School 
of London 2 cases of rheumatoid arthritis are described, 
both in women, in which a series of small abscesses 


leading to discharging fistulae occurred in relation to the 
small joints of the hands and feet. There was no evi- 
dence of tuberculosis or of staphylococcal infection of 
the joints, and in one case in which an abscess was 
opened under aseptic precautions the pus was sterile. 
All the fistulae were in the neighbourhood of severely 
eroded and superficial joints. 

It is suggested that the origin of these fistulae lies in the 
cysts which form in the exposed cancellous bone when 
the rheumatoid process has destroyed the articular 
cartilage. Minute fractures in the cyst walls lead to 
extrusion of necrotic bone and cartilage, forming sterile 
abscesses which subsequently discharge on the surface, 
with resulting fistulae. H. F. Turney 


238. Some Observations on Anemia in Rheumatoid 
Arthritis 
M. R. JEFFREY. 
36 refs. 


The nature of the anaemia in rheumatoid arthritis 
was studied at the Royal National Hospital for Rheu- 
matic Diseases, Bath, in a varying number of active cases 
of the disease, with special regard to changes in the 
peripheral blood and bone marrow, blood, plasma, and 
corpuscle volumes, and alterations in iron metabolism. 
Estimations of blood values were made in 100 cases or 
more, and the anaemia was found to be predominantly 
normochromic or hypochromic in type, the reduction in 
haemoglobin value and erythrocyte count being greater 
in the more active cases. Blood values bore no relation 
to the duration of the disease or the age of the patient, and 
did not reveal any haemodilution. 

Reticulocyte counts, faecal urobilinogen and plasma 
bilirubin levels in 14, 19, and 12 cases respectively 
revealed no significant abnormality, except in one case 
in which these values were raised. Sternal marrow 
smears showed no major abnormality, but there was a 
slight tendency to hypercellularity, arrest of maturation, 
and delayed haemoglobination of the normoblasts. 
The iron-binding capacity of the plasma was in most 
cases within normal limits, but estimation of the serum 
iron level and intestinal iron-absorption capacity revealed 
evidence of defective iron assimilation. A small pro- 
portion of cases which were refractory to iron given by 
mouth showed improvement of the anaemia when iron 
was given intravenously, but the response was not 
always complete. Mary D. Smith 


Blood [Blood] 8, 502-518, June, 1953. 


239. Agglutination of Sensitized Sheep Erythrocytes by 
Cold Precipitable Serum Substances in Rheumatoid 
Arthritis. [In English] 

N. SvartTz and K. SCHLOSSMANN. Acta medica Scan- 
dinavica {Acta med. scand.} 146, 313-315, 1953. 2 refs. 


240. Liver Function in Rheumatoid Arthritis. (Beitrag 
zur Leberfunktion bei der primar chronischen Poly- 
arthritis) 

J. Scumip. Medizinische Klinik 
1322-1325, Sept. 4, 1953. 34 refs. 


[Med. Klin.] 48, 


See also Pathology, Abstract 18. 
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Traumatic Surgery and Orthopaedics 


241. Use of Dextran in Control of Shock Resulting 
from War Wounds 

W. H. AmspacHer and A. R. Curreri. Archives of 
Surgery [Arch. Surg. (Chicago)] 66, 730-740, June, 1953. 
4 figs., 3 refs. 


The effectiveness of dextran in controlling shock was 
observed in 60 wounded men in Korea. No demon- 
strable reaction occurred and no interference with cross- 
matching was observed when a blood transfusion was 
give subsequently. In the authors’ view many severely 
wounded men who require transfusion of whole blood 
and extensive surgical treatment can be maintained tem- 
porarily by administration of dextran. There is one 
danger, however—namely, that dextran may prove so 
effective in abolishing the clinical signs of shock that a low 
erythrocyte volume due to previous haemorrhage may 
be overlooked and surgical treatment, entailing further 
blood loss, may lead to critical anoxia. 

R. Weeden Butler 


242. Arterenol in Treatment of Shock 

A. J. MILLer, A. SHIFRIN, B. M. KAPLAN, H. GOoLp, 
A. BILLINGs, and L. N. Katz. Journal of the American 
Medical Association [J. Amer. med. Ass.] 152, 1198- 
1201, July 25, 1953. 


The authors report their experience of noradrenaline 
(arterenol; ** levophed ’’) in the treatment of 40 episodes 
of shock from various causes in 32 patients. An excel- 
lent pressor response was obtained in 25 out of the 32 
patients, and a moderate response in 5. In 2 there was 
no response. 

It is suggested that noradrenaline is a valuable adjuvant 
in the treatment of shock during the period before 
blood transfusion or other intravenous therapy can be 
started. There were no undesirable subjective reactions 
in this series and in no case was heart failure either precipi- 
tated or aggravated by the drug. 

{In most of the cases treated the shock was due to 
myocardial infarction or other medical cause, and the 
drug was thus not given a satisfactory trial in cases of 
surgical shock.] Leon Gillis 


243. The Role of Sympathectomy in the Treatment of 
Frostbite 

N. H. Isaacson and J. B. HARRELL. 
33, 810-817, June, 1953. 29 refs. 


The authors point out that the value of sympathectomy 
in the treatment of frostbite has been the subject of much 
controversy, and reported clinical results have been 
equivocal. Between the years 1938 and 1952, at the 
Gallinger Municipal Hospital, Washington, D.C., they 
have treated 33 cases of approximately symmetrical 
frostbite of the legs by lumbar sympathectomy performed 
on one side only, so that the opposite limb provided a 
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control against which the efficacy of sympathectomy 
could be judged. Most of the patients had sustained 
their frostbite during severe winter nights while sleeping 
outside in a stuporous condition after an alcoholic bout. 
The effect of alcohol in predisposing to frostbite is briefly 
discussed. 

The effects of sympathectomy on gangrene, rate of 
healing, and the incidence of subsequent frostbite and of 
sequelae were as follows. Of 24 patients who were 
operated on before the onset of gangrene, 13 developed 
this complication, which was of about the same extent 
in the two limbs. In 8 patients, operated on after 
gangrene had become established, healing after removal 
of the dead tissues (usually by amputation of the toes or 
through the forefoot) was completed in approximately 
the same time in the two limbs. In 7 patients who suf- 
fered further freezing 1 to 6 years after unilateral sym- 
pathectomy had been performed no difference in the 
extent of the injuries sustained in the two limbs was 
evident. Lastly, of 7 patients undergoing unilateral 
sympathectomy up to 31 years after the initial frostbite 
for paraesthesiae, numbness, coldness, or ulceration of the 
feet, the results were regarded as excellent or good in 
6 cases, and the operation was later performed on the 
second side in 5 of them with equally satisfactory results. 
Details of the cases in each of these four groups are 
given in tables. 

It is concluded that sympathectomy is valuable in the 
treatment of late sequelae of frostbite, whether these are 
deficiencies of circulation or disturbances of sensation, 
but that it does not influence the extent of gangrene, 
hasten healing once gangrene has been established, or 
provide any protection against repeated injury from 
exposure to cold. 

[Firm conclusions can be drawn from the controlled 
observations presented in this valuable contribution.] 

C. J. Longland 


244. Long-term Prognosis in Volkmann’s Contracture. 
(L’avenir éloigné de la maladie de Volkmann) 
A. TriLtLaT and G. Coquet. Lyon chirurgical [Lyon 
chir.] 48, 385-399, May—June, 1953. 7 figs. 


Little is known of the late results after Volkmann’s 
contracture in children, the rarity of which is indicated 
by the fact that only 15 cases have been seen in 20 years 
at the Children’s Surgical Clinic at Lyons, which serves 
a large part of the south of France. Of these 15 cases, 
8 have been followed up. From an analysis of the find- 
ings the authors conclude that the deformity, once 
established for at least 2 years, remains unaltered for 
the rest of life. The shortening of the forearm bones is 
proportional to the severity of the muscular injury and 
is not, as has been suggested, an adventitious adaptive 
change, but a sign of the serious nature of the disease. 
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Muscular sclerosis and retraction remain unchanged 
after 3 years, and the growth rate of the bones is deter- 
mined by the degree of contracture. It was observed 
that the muscles return to a normal consistency, which 
appears to confirm Leveuf’s theory that sclerosis per- 
sists only in the intermuscular septa and the fascial 
planes. In only one case was the wrist progressively 
deformed. 

Circulatory troubles appear to be unimportant; the 
radial pulse was palpable in all but 2 cases, in which 
there had been operative excision of part of the brachial 
artery. Nerve involvement also appeared to be of little 
importance, motor paralysis having recovered completely 
and sensation and sympathetic function being normal in 
allcases. Function in 2 cases was good, one having been 
originally a very mild case and the other having improved 
following arteriectomy. In one case function was hope- 
lessly bad. Two patients had undergone operative 
shortening of the forearm with bad results, and one had 
undergone carpal resection with considerable improve- 
ment. In the 2 remaining cases the hand was of little 
service. J. G. Bonnin 


245. Paroxysmal Paralytic Myoglobinuria 

S. D. Evexk and H. F. ANperson. British Medical 
Journal (Brit. med. J. 2, 533-536, Sept. 5, 1953. 2 figs., 
bibliography. 


246. New Approach to the Treatment of Intractable 
Verruca Plantaris (Plantar Wart) 

H. L. DuVries. Journal of the American Medical 
Association [J. Amer. med. Ass.] 152, 1202-1203, July 25, 
1953. 3 figs., 2 refs. 


The author points out that deep-seated plantar warts, 
especially those occurring under the metatarsal heads, 
often cause major disablement. Conventional treatment 
leaves disabling residual scars, and the more radical 
procedures performed on intractable cases, including the 
removal of the whole of the 2nd metatarsal bone, pro- 
duce deformities. 

He then describes a n2w surgical approach which he 
has used in 21 cases, in which a dorsal incision is made 
immediately over the involved metatarso-phalangeal 
joint. The skin and extensor tendon are retracted and 
the capsule incised longitudinally. The capsule is then 
retracted with the skin margins and a vertical, incision 
made on each side of it; this frees the head of the meta- 
tarsal so that it can be delivered dorsally by flexing the 
toe and applying pressure on the plantar surface. The 
plantar condyle is then amputated and the surface 
smoothed and rounded with a rasp. The capsule is 
closed with interrupted sutures and the skin margins 
sutured. 

[This operation, in the abstracter’s view, would seem 
to be unnecessarily radical for the treatment of plantar 
warts.] Leon Gillis 


247. Primary Generalized Chronic Arthritis 
E. N. WARDLE. Rheumatism [Rheumatism] 9, 51-57, 
July, 1953. 7 figs., 5 refs. 


PHYSIOTHERAPY 


248. Influence of Frequency of Muscle Stimulation on 
Circulation in the Stimulated Extremity 

K. G. Wakim. Archives of Physical Medicine and 
Rehabilitation [Arch. phys. Med.| 34, 291-295, May, 
1953. 2 figs., 16 refs. 


Experiments were carried out at the Mayo Clinic to 
determine the effect on blood flow in the leg of varying 
the frequency of electrical stimulation. In dogs anaesthe- 
tized with pentobarbitone sodium, the femoral and sciatic 
nerves were stimulated electrically, either directly or 
percutaneously, for a period of 15 minutes. The 
current intensity was kept constant, producing a maxi- 
mum contraction, and the frequency was varied from 
4 to 256 stimuli per second. The blood flow through the 
femoral artery and vein in both the stimulated and the 
contralateral limbs was recorded at intervals. 

The greatest increase in blood flow (about 200%) 
was observed with stimuli at 16 per second, and a good 
increase (about 150%) at 8 and at 32 per second. At 
all frequencies there was some increase in flow. In the 
contralateral, unstimulated limb the rate of blood flow 
varied, decreasing in most cases. 

It is suggested that the frequency of stimulation of 
muscle greatly influences the rate of blood flow, and that 
it should produce a maximum increase in the circulation 
if it is to be beneficial. This optimum frequency is 
16 stimuli per second, lower or higher frequencies 
sometimes interfering mechanically with the blood flow. 

J. B. Millard 


249. Effect of Immobilization on Muscular Atrophy and 
Blood Flow 

C. J. Imic, B. F. RANDALL, and H. M. Hinges. Archives 
of Physical Medicine and Rehabilitation [Arch. phys. 
Med.) 34, 296-299, May, 1953. 1 fig., 8 refs. 


Blood flow and muscle weight in the legs of dogs during 
and after a period of immobilization in the extended or 
flexed position were studied in a series of experiments 
at the State University of Iowa. The extent of the 
atrophy resulting from immobilization was compared 
with that following denervation. 

Immobilization resulted in a significant increase in the 
blood flow, whether the limb was in the shortened or in 
the stretched position; this increase continued after the 
immobilizing plaster cast was removed. The extent of 
the atrophy in the gastrocnemius muscle during im- 
mobilization for 14 days in either the stretched or 
shortened position was equal to that observed 14 days 
after denervation. Temperature in the muscle was 
0-5° C. higher than that in the gastrocnemius muscle of a 
control animal. 

It is suggested that the hyperaemia may be due to 
release from vasoconstrictor tone or loss of compression 
of vessels by contracting muscle fibres. J. B. Millard 


250. The Management of Parkinson’s Disease. A 
Preliminary Report 

I. H. K. Stevens and G. D. Rocue. Annals of Physical 
Medicine [Ann. phys. Med.| 1, 287-297; Oct., 1953. 
12 refs. 
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Neurology and Neurosurgery 


251. The Clinical Significance of the Reinforcement of 
Conditioned Reflexes to Insulin and Phenobarbitone by 
Small Doses of the Unconditioned Stimulus. (Knunnye- 
CKOe 3Ha4YeHHe ycnoBHOorO pednekca 
Ha HHCYJIHH JIOMHHA MaIbIMH 
HOrO 

K. G. NIKULIN, Y. A. AL’PEROVICH, and I. Y. MALEVA. 
Kaunuyecxan Meduyuna [Klin. Med. (Mosk.)]| 31, 52- 
55, May, 1953. 2 refs. 


The authors have previously reported the production 
of hypoglycaemia by means of a conditioned reflex. 
After 7 or 8 injections of insulin the patient received, 
under exactly similar circumstances, an injection of normal 
saline, which gave rise to a definite hypoglycaemic 
response comparable to that obtained with insulin. 
This method was applied to the treatment of diabetes, 
but was not very successful; in 9 out of 26 patients the 
hypoglycaemic response to saline was either absent or 
small. Therefore the effect of giving small ** reinforcing *’ 
doses of the unconditioned stimulus was investigated on 
25 patients. Of these, 15 were suffering from peptic ulcer 
and were being treated with therapeutic sleep induced by 
phenobarbitone in doses of 0-15 to 0-2 g. thrice daily. 
The 10 remaining patients were diabetics taking insulin. 
After the establishment of conditioned reflexes to pheno- 
barbitone and insulin respectively, the doses were reduced 
drastically, the former to 0-01 g. and the latter to 2 units. 
All the diabetic patients maintained the condition estab- 
lished on full doses on insulin, whereas the dose of pheno- 
barbitone had to be restored in full after 3 to 4 days, 
but could subsequently be reduced (after 2 days) to 
0-01 g. thrice daily until the end of the course (18 to 
25 days in all). A. Swan 


252. The Nature of Tic Douloureux. Treatment by 
Alcohol Block or Section of the Great Auricular Nerve 
R. WysBurn-Mason. British Medical Journal (Brit. 
med. J.] 2, 119-122, July, 18, 1953. 2 figs., 8 refs. 


The author, who has had considerable experience in 
the treatment of tic douloureux, first points out that 
sensory fibres from the cervical plexus are carried into 
the trigeminal area with the facial nerve; he then gives 
reasons for supposing that, at least in a proportion of 
cases, tic douloureux is due to a disturbance of the great 
auricular nerve and other branches of the cervical plexus. 
Alcohol block of the great auricular nerve can be carried 
out as the nerve lies on the surface of the sternomastoid 
muscle. The patient lies on his side and the point where 
the external jugular vein crosses the posterior border of 
the sternomastoid is determined. A line is drawn from 
this point to the lobe of the ear, and 4 to 1 inch (1-3 to 
2-5 cm.) along this line and on either side of it the skin 
is anaesthetized with procaine. A No.-20 needle is 
inserted down to the deep fascia through each point of 
skin anaesthetization, and 0-5 ml. of absolute alcohol 


is injected in each situation. If the procedure is ineffec- 
tive, surgical section of the nerve may be required. 

The author has treated 56 cases of tic douloureux 
in this way; alcohol block was successful in about.half, 
but only transient or partial relief was obtained in the 
others and section of the nerve was carried out later. 
Pain was relieved by alcohol block for 6 to 18 months. 
Of 25 patients who underwent surgical section, 2 had 
some return of pain after 24 and 34 years respectively. 
Two cases are described in detail. John N. Walton 


253. Trigeminal Neuralgia. Results of Retrogasserian 
Neurotomy by the Temporal Route in 100 Cases. (Neural- 
gia del trigémino. Neurotomia retrogasseriana por via 
temporal (100 casos). Resultados) 

G. H. DICKMANN. Prensa médica argentina [Pren. méd. 
argent] 40, 1526-1532, June 19, 1953. 1 fig., 8 refs. 


The author reviews the differential diagnosis of 
paroxysmal trigeminal neuralgia and discusses various 
methods of treatment, including alcohol injection, electro- 
coagulation of the Gasserian ganglion, peripheral neuro- 
tomy, tractotomy in the medulla, and retrogasserian 
section of the Sth nerve. He prefers this last method 
because it is more efficacious than the simpler techniques 
and allows partial destruction of the nerve, with pre- 
servation of the ophthalmic division and the motor 
root, to be carried out. For this purpose the lateral 
approach is safer than the approach through the posterior 
fossa. Bulbar tractotomy is occasionally preferable in 
young patients with neuralgia of the ophthalmic division. 
Of 100 cases treated at the Municipal Postgraduate 
Surgical School, Buenos Aires, total section of the 
sensory root was performed in 59 and partial section in 
41. In 20 cases the patient had pain in the distribution 
of one division only, in 68 in 2 divisions, and in 12 in all 
3 divisions. There was one postoperative death. Other 
complications were few: 4 patients had temporary 
ocular palsies, 7 had facial palsy, all recovering at least to 
a considerable degree, 5 had severe paraesthesiae, which 
in one case necessitated lobotomy and in another a 
second operation, and 5 patients suffered from keratitis, 
of which all but one were cured. Relief of pain was 
satisfactory in all cases. Donald McDonald 


254. The Aetiology of Amyotrophic Lateral Sclerosis. 
(K sruonorun 60KoBoro CKNeEposa) 
N. V. KONOVALOV. Heeponamonoeuu u 
ITcuxuampuu [Zh. Nevropat. Psikhiat.] 53, 83-91, Feb., 
1953. 6 figs. 


The opinion is expressed that amyotrophic lateral 
sclerosis is of infectious origin and is probably due to a 


virus. During the last 30 years the incidence of this. 


complaint in Russia has increased from 0-1% to 2% of 
all neurological cases. The corresponding figure in 
the United States of America is said to have risen to 
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3-3%.. Chondrikin and Uspienskaja, in a study of 50 
cases of amyotrophic lateral sclerosis, observed in many 
cases, apart from the well-known symptoms of spastic 
paresis and atrophies, pronounced hyperaesthesia of the 
affected and even of the unaffected parts. They also 
showed that the paths most affected were as a rule the 
anterior horns and the pyramid tracts; in some cases 
the posterior paths were also involved in the disease 
process. Chondrikin came to the conclusion that the 
term demyelinization does not fully describe this process, 
which affects both the myelin capsule and the axis 
cylinder, and that the changes produced are inflammatory 
and toxic, resembling those due to infection. 

One case of typical amyotrophic lateral sclerosis is 
fully described. Careful histological examination of 
the brain and spinal cord revealed destructive and inflam- 
matory changes, and in parts of the brain and spinal cord 
remains of viruses were seen under the electron micro- 
scope. Sensitization tests with extracts of the brain 
were also performed on guinea-pigs. Further investiga- 
tion to prove the viral origin of amyotrophic lateral 
sclerosis is urged. W. Szaynok 


255. Diagnostic Importance of Café-au-lait Spot in 
Neurofibromatosis 

F. W. Crowe and W. J. ScHULL. Archives of Internal 
Medicine [Arch. intern. Med.] 91, 758-766, June, 1953. 
3 figs., 16 refs. 


The frequency and type of café-au-lait spots found in 
normal, unrelated subjects and in patients with neuro- 
fibromatosis and their families were studied at the 
Institute of Human Biology and the School of Medicine, 
University of Michigan. Altogether 98 patients with 
proved neurofibromatosis, 137 healthy relatives of these 
patients, 6,853 hospital patients, and 1,331 students were 
examined. There was no gross or histological difference 
between the café-au-lait spots observed in normal persons 
and those seen in the patients with neurofibromatosis. 
The authors suggest that a subject with more than 6 
café-au-lait spots exceeding 1-5 cm. in broadest diameter 
must be presumed to have neurofibromatosis, even in 
the absence of a positive family history. 

J. W. Aldren Turner 


DIAGNOSTIC METHODS 


256. Electromyographic Observations in Spastic Hemi- 
plegia of Cortico-spinal Origin 

J. SHULMAN. British Journal of Physical Medicine [Brit. 
J. phys. Med.) 16, 89-92, May, 1953. 1 fig., 15 refs. 


The author gives a preliminary report of an electro- 
myographic investigation into the behaviour of the spastic 
muscles in 19 cases of hemiplegia resulting from lesions 
of the cortico-spinal pathway. The cases were selected 
from among the in-patients of various Coventry hospitals 
and from among out-patients attending the Physical 
Medicine Department of the Coventry and Warwickshire 
Hospital for rehabilitation. A single-channel electro- 
myograph (amplification factor 1,000,000) was used with 
surface electrodes, or with concentric needle electrodes 


when the patient was sufficiently co-operative. No 
detailed study was made of the wave-forms, as these 
appeared to be indistinguishable from normal action 
potentials. Observations were made on normal muscles, 
those in which there was spasticity without contracture, 
and those in which spasticity was associated with flexion 
contraction or contracture. 

In normal muscle there was no resting activity, while 
‘on passive movement there might be a small amount of 
motor-unit activity in both the shortened and the stretched 
muscle. Where there was spasticity without contracture 
there was no resting activity, whereas passive movement 
produced small motor-unit activity in the shortening 
muscle and a large amount of activity in the stretched 
muscle. In cases where there was flexion contraction or 
contracture there was persistent activity at rest in the 
flexor muscles, the pattern of this activity being similar 
to that of normal volitional motor activity. There was 
no resting activity in the extensor muscles. On passive 
flexion the activity in the flexors ceased, but there was 
marked activity in the antagonists; on passive extension 
the reverse was the case. 

The author points out that these findings indicate a 
reversal of Sherrington’s law of reciprocal innervation ‘in 
this type of case and suggests that’a modification of the 
standard scheme for the re-education of function would 
appear to be justified. Thus in a case of flexion contrac- 
tion of the hand and fingers the physiotherapist normally 
concentrates on passive extension movements, which the 
author’s observations show to result in increased flexor — 
activity. To encourage activity in the extensors, there- 
fore, flexor movements would be preferable, and it is 
stated in a footnote that the adoption of this routine in 
a number of cases has given encouraging results. 

Kenneth Tyler 


257. Electroencephalographic Findings Associated with 
Subdural Hematoma. Review of Forty-five Cases 

E. A. Ropin, R. G. BickFrorb, and H. J. Svien. Archives 
of Neurology and Psychiatry (Arch. Neurol. Psychiat. 
(Chicago)] 69, 743-755, June, 1953. 3 figs., 16 refs. 


After reviewing the previous, rather conflicting, publi- 
cations on the subject, the authors describe the electro- 
encephalographic findings in 45 of their own cases of 
subdural haematoma, for the most part chronic lesions, 
examined at the Mayo Clinic. In 8 cases the patient 
was under 10 years of age, and in 8 the lesion was bilateral, 

In contrast to several previous reports, the most 
significant finding in this series was that of local slow 
activity, a “silent area’’ being found to be of less 
importance. A unilateral reduction in amplitude or 
suppression of alpha rhythm was found in nearly half 
the cases, associated with both anterior and posterior 
lesions, but it is not considered to have a specific diag- 
nostic value. In general, asymmetries of amplitude tend 
to be misleading because they may be due to a reduc- 
tion of activity on one side or abnormal activity on the 
opposite side. 

Dysrhythmia (arbitrarily defined as rhythmic, medium- 
to high-voltage waves at 3 to 5 c.p.s. in bilaterally syn- 
chronous paroxysms, tending to be inhibited by eye- 
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opening) occurred in 24 cases, and was found to be 
correlated with disturbance of the mental state. Reasons 
are advanced for locating the source of this activity in 
the brain stem, and for regarding its presence as a possible 
indication of damage there. W. A. Cobb 


258. Electroencephalographic Investigation of Hyper- 
tension. uccneqoBa- 

S. I. Suppotnik and P. I. SHpiL’BERG. Aaunuyeckaa 
Meduyuna [Klin. Med. (Mosk.)] 31, 66-74, May, 1953. 
4 figs., 15 refs. 


In 98 cases of hypertension 6-lead electroencephalo- 
graphic records were taken in the state of rest and after 
visual and auditory stimulation. The records of many 
patients, especially those with severe hypertension, 
showed slow waves (0-25 to 6 per second) which on 
stimulation either remained unchanged or tended to 
spread over the cortex. The more advanced was the 
clinical picture of the case, the more pronounced were 
these slow waves, but with rest in hospital the re- 
appearance of the normal alpha rhythm was observed in 


some cases. Complete suppression of electroencephalo- . 


graphic activity was noticed in some patients, similar to 
that recorded in animals with induced cerebral anaemia. 
A. Swan 


BRAIN AND MENINGES 


259. Ethopropazine Hydrochloride in Treatment of 
Cerebral Palsy 

R. G. MitTcHe.Lt. British Medical Journal [Brit. med. J.} 
1, 1313-1315, June 13, 1953. 8 refs. 


The results of a trial of ethopropazine in the treatment 
of cerebral palsy are recorded. Ten children with various 
types of cerebral palsy were given ethopropazine and a 
comparable group of 9 children received lactose control 
tablets. 

There was an improvement of 23-3°% in the children 
treated with ethopropazine, but a similar improvement 
occurred in those who received only lactose tablets. 
No evidence of a special effect of ethopropazine on any 
type of cerebral palsy or on any specific ability was 
obtained. It is therefore concluded that ethopropazine 
is of no value in the treatment of cerebral palsy.— 
[Author’s summary.] 


260. The Treatment of Anterior Encephalocele by the 
Gertsen—Ternovski Operation. (IlepemHue mosrosnie 
rpbhKH WH HX mo cnoco6y Tepuena-TepHos- 
cKoro) 

I. K. MurasHov. Becmnux 
[Vestn. Oto-rino-laring.] 12-15, No. 3, May-June, 1953. 
2 figs. 

There are two main varieties of anterior or sincipital 
encephalocele—the superior, in which the external 
osseous Opening is between the frontal and nasal bones, 
and the inferior, in which the external aperture is between 
the nasal and ethmoidal bones. The internal opening is 
the same in both types, being due to a congenital defi- 


ciency of bone in the foramen caecum. The operation 
must aim at closure of the internal bony defect, and for 
this purpose the author favours Gertsen’s technique as 
modified by Ternovski, in which an osteoperiosteal flap 
of frontal bone, roughly butterfly-shaped (the upper 
border curving downwards to avoid the lower end of the 
superior sagittal sinus), is first formed. This is then split 
into two plates, of which the internal is used for the 
closure of the congenital defect in the foramen caecum, 
the external being replaced in its original site. After 
the separation of the neck of the hernial sac and the 
surrounding dura mater from the bone, the sac is excised 
and the defect in the dura mater closed with stitches. 
The removal of the excess skin should be postponed for a 
few months, during which time it usually shrinks con- 
siderably. 

Anatomical research by the present author has shown 
that in infants under 6 months of age the dura mater is 
firmly adherent to the bone and that only at the end of 
the first year of life does its separation begin to be appre- 
ciable in front of the crista galli. By the age of 2 or 
3 years the dura is, as a rule, free from adhesions in the 
region of the crista galli and of the anterior suture, and it 
is therefore suggested that the operation be postponed 
until this time. Of 10 patients treated by the author 
all but one, who was operated upon at the age of 
7 months, survived. P. T. Sander 


261. The Surgical Treatment of Anterior Encephalocele. 
(Mlepegune mosrosble MeTOR 
HHX) 

B. A. SHvARTS. 
[Vestn. Oto-rino-laring.] 15-20, No. 3, May-June, 1953. 
3 figs., 10 refs. 


In addition to the superior and inferior types of anterior 
encephalocele [see Abstract 260] the present author 
distinguishes two very rare varieties which are met with 
in rhinological practice—the intranasal, which is easily 
mistaken for a nasal polyp, and the nasopharyngeal, 
simulating adenoids. The osseous canal in such cases 
may be a mere slit or may be up to 4 or 5 cm. wide. 
The dural hernial sac contains cerebral matter from the 
lower surface of the frontal lobes, usually considerably 
altered and of no physiological importance, so that there 
is no objection to its removal if necessary. Obturation 
of the bony defect in the region of the foramen caecum 
with the aid of soft tissues such as skin or fascia usually 
results in recurrence, with loss of cerebrospinal fluid 
and development of meningitis. Closure of the defect is 
best achieved by a bone graft or a plate of some hard 
plastic material. The author uses plates of “ plexi- 
glass ’’ which are prepared before the operation after 
careful study of radiographs and, after adjustment as 
found necessary at operation, are inserted through 
the internal osseous opening. The hernial sac is tied 
off and removed, and the defect in the dura closed with 
stitches. The author has performed the operation on 
12 children, of whom 3 died (2 under one year of age 
and 1 under 2 years). The rest have survived and are 
developing normally; no relapses have occurred. 

P. T. Sander 
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(262. Minor and Major Tremor. Results in 544 
Treated Cases 

L. J. DosHay, K. CONSTABLE, and A. ZiER. Neurology 
Neurology] 3, 360-368, May, 1953. 2 figs., 14 refs. 


Out of 544 patients with Parkinsonism seen at the 
Presbyterian Hospital (University of Columbia), New 
York City, during a recent 3-year period, only 24 had no 
tremor; of the others, 385 had a mild tremor and 135 a 
severe tremor. The symptoms were attributed to arterio- 
sclerosis in 216 patients, to encephalitis in 171, and to 
unknown causes in 133. In 158 of the 385 patients 
with mild tremor (41%) the underlying cause was encepha- 
litis, whereas in only 13 of the 135 with severe tremor 
(9-6%) was there a history of encephalitis. A further 
analysis of the group with severe tremor revealed that in 
95 the cause was arterosclerosis and in 27 it was unknown. 
It is pointed out that postencephalitic Parkinsonism 
develops slowly, rarely becomes excessive, and can be 
effectively controlled by drugs. In the idiopathic group 
the tremor tends to develop rapidly, but responds 
reasonably well to treatment. Arteriosclerotic Parkin- 
sonism is the most progressive type and the most resistant 
to treatment. 

The results of treatment in these 520 cases indicated 
that hyoscine was the most effective drug, followed by 
“benadryl”? (diphenhydramine), stramonium, and 
“artane’ (benzhexol hydrochloride) in that order. 
Some other drugs, such as “ rabellon”’ (hyoscyamine, 
with atropine and scopolamine) and “ parparnit ’’, gave 
occasional relief in minor tremor, but were of no benefit 
in severe tremor. A new compound, tropine benzhydryl 
ether methane sulphonate (MK-02), a preparation con- 
taining the active radicles of atropine and benadryl, 
was tried in 40 cases of severe tremor which had failed to 
respond to hyoscine and benadryl. It was given in a 
dose of 1 mg. twice or three times a day. A decided 
improvement was observed in 15 of the 40 patients. 
In 3 of these 15 cases, which are described in detail, 
artane, or hyoscine with artane, was also given, but the 
additional benefit derived from MK-02 was regarded as 
considerable. Fergus R. Ferguson 


263. Hydrocephalus Treated by Extensive Ventri- 
culostomy, ‘‘ Clipping ’’ of the Ventriculostomy, and 
Coagulation of the Choroid Plexuses. (Las hidrocefalias. 
Experiencia sobre 21 ventriculostomias amplias. El 
** clipage *’ de la ventriculostomia (técnica del autor) y la 
coagulacion de los plexos coroideos) 

L. Rao. Prensa médica argentina [Pren. méd. argent.] 
40, 1559-1565, June 19, 1953. 7 figs. 


After a short review of the problems of diagnosis 
and differentiation of the causes of hydrocephalus, 
various methods of surgical treatment of this condition 
are discussed, ranging from repeated ventricular punc- 
ture to Thorkildsen’s operation and coagulation of the 
choroid plexuses. The author then outlines his own 
technique of making a ventriculostomy into the sub- 
arachnoid space of the convexity in the parietal region. 
After premedication with morphine, the operation is 
performed under local analgesia (augmented by the play- 
ing of a Bing Crosby record, which was found to have a 


marked adjuvant sedative action). The details of,opera= 
tive technique are not given, but it is stated that the 
ventriculostomy, when made, is kept open by means of 
silver clips attached to the meninges. The results of 
operation on 21 children are reported. Although all 
were in an advanced state of hydrocephalus and there 
were 7 postoperative deaths, excellent results were 
obtained in 4 cases and 3 other patients are progressing 
well, while the remainder were thought to show some 
improvement. Donald Mc Donald 


264. Factors in the Mortality of Closed Head Injuries 
W. Lewin. British Medical Journal [Brit. med. J.] 1, 
1239-1244, June 6, 1953. 8 refs. 


Attention is drawn to the frequency of, and mortality 
from, head injuries in Britain at the present time. A 
series of 1,000 consecutive cases of closed head injury 
admitted to the Radcliffe Infirmary, Oxford, between 
November, 1948, and February, 1952, is analysed, 
821 of the patients being admitted direct from the scene 
of the accident and 179 being transferred from other 
hospitals for further treatment. 

Of the total number of patients 90 died, including 62 
(7:5%) of the 821 admitted directly to hospital. [This 
is commendably lower than the 12 to 20°, quoted from 
other centres.} The author points out that while early 
death is frequently due to the severity of the damage 
sustained by the brain, there is danger in assuming too 
readily that such is necessarily the case and in failing to 
recognize those complications for which treatment may 
be effective. The factors responsible for death may be 
divided into four groups: (1) injury to the brain itself; 
(2) intracranial complications, particularly haemorrhage 
and, to a lesser exterit, oedema and infection; (3) chest 
complications, fat embolism, and metabolic disorders; 
and (4) injuries elsewhere in the body and complications 
(for example, cardiovascular) precipitated by the injury. 

Intracranial haematoma developed in 32 (3-7%) of 
the patients directly admitted. The need for immediate 
evacuation of an extradural haematoma and the incidence 
of these clots in sites other than temporal are stressed. 
The author discusses the value of decompression in cases 
of acute subdural haematoma and the surgical treatment 
of acute intracerebral haematoma. The difficulty of 
diagnosis, particularly in patients who remain in coma 
from the outset, is emphasized. Chest complications, 
which are common, account for a number of deaths. 
Tracheotomy was performed in 13 patients in the series, 
and usually there was an immediate improvement in the 
chest condition. This operation should be seriously 
considered in patients with very severe head injuries who 
have survived the early hours, who are likely to remain in 
coma for some days, and in whom respiratory difficulty is 
already apparent. 

Evidence is presented to show that metabolic disorders 
develop in some cases of severe head injury. It is sug- 
gested that the proper management of disorders of meta- 
bolism—particularly of fluid and electrolyte balance— 
in the light of the biochemical findings may help to 
lower the mortality rate. Injuries to other parts of the 
body occurred in over 30% of the cases; this incidence 
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and the variety of the injuries sustained indicate the need 
for treating head injuries within the framework of an 
accident service. It is concluded that while more atten- 
tion needs to be given to intracranial complications, 
the prevention and treatment of some of the extracranial 
factors will also help to reduce the mortality from head 
injury. J. V. Crawford 


CEREBRAL TUMOURS 


265. Pneumoencephalography in Chromophobe Adeno- 
mas of the Hypophysis 

L. Bakay and J. C. Wuite. Journal of Neurosurgery [J. 
Neurosurg.] 10, 284-296, May, 1953. 7 figs., 17 refs. 


The authors point out that since the mortality follow- 
ing operations for chromophobe tumours of the pituitary 
gland is noticeably affected by the degree of extrasellar 
extension of the neoplasm, a knowledge of the exact 
size of the tumour, which pneumoencephalography can 
provide, is of considerable value in prognosis. They 
describe their technique, as used at the Massachusetts 
General Hospital, Boston. The air is injected by lumbar 
puncture, the patient being seated in a dental chair with 
head flexed forward 45 degrees. The injection is begun 
with 5 ml. of air before the escape of any spinal fluid; 
an average total amount of 20 ml. of air is usually 
required, 5 ml. at a time being exchanged with an equal 
amount of spinal fluid and injected slowly to avoid filling 
of the subarachnoid spaces over the cerebral hemispheres. 
Films are taken during the procedure to determine the 
position of the intracranial air; after filling the ventricles 
the head is extended slightly and a further 10 ml. of air 
injected to fill the basal cisterns. The dental chair is 
then tipped backwards and the patient slid on to the 
x-ray table; films are taken immediately, head move- 
ment being reduced to a minimum so as to avoid dis- 
placement of the air. 

It was found from the results of pneumoencephaio- 
graphy in the 14 cases described that adenomata could 
be divided into three types. In Type | (6 cases) there was 
not only the characteristic ballooning of the sella but also 
an upward extension of the tumour for 2 or 3 cm. above 
the sellar dtaphragm. The extent of the suprasellar mass 
was particularly revealed by the displacement of the chias- 
matic and interpeduncular cisterns, which can usually 
be well filled. Slight deformity of the frontal horns of the 
lateral ventricles and deformity of the third ventricle was 
seen as well. In Type 2 (2 cases) the sellar erosion was 
only moderate, but the suprasellar extension was very 
great, with marked encroachment upon the third ven- 
tricle. The extrasellar portion of these hour-glass 
tumours would usually be quite unsuspected but for their 
revelation by pneumoencephalography. In Type 3 
(4 cases) the sella was of normal size, and for this reason 
the diagnostic problem in such cases is difficult in spite of 
the evidence supplied by typical endocrine disturbance. 
Here the air was seen to outline the suprasellar mass 
through deformity of the basal cisterns and possibly of 
the third ventricle. The anterior horns were not 
involved. 


The authors consider that pneumoencephalography 
should not be limited to cases of adenoma presenting 
diagnostic difficulties, but generally should be used more 
widely in diagnosis, and also in the follow-up of cases 
treated by irradiation alone. In this last group con- 
siderable extrasellar extension may occur (without a 
deterioration in the visual fields) and render eventual 
surgery hazardous. Where a typical bitemporal defect 
is absent, or there is blindness of one eye, it becomes 
extremely difficult to observe enlargement of the growth 
by examination of the visual field, and failure of the sella 
to enlarge is no sure indication of what is happening to 
the suprasellar mass. J. E. A. O’ Connell 


See also Pathology, Abstract 4. 


EPILEPSY 


266. Nephrotoxic Effects of Drugs Used in Treatment 
of Petit Mal 

J. G. MiciicHap and B. H. KirMAN. Lancet [Lancet] 
1, 1074-1075, May 30, 1953. 1 fig., 8 refs. 


Among the drugs recently introduced for the treatment 
of petit mal is milontin (N-methyl-«-phenylsuccini- 
mide), which is related chemically to troxidone (“ tri- 
dione’) and aloxidone malidone”’). This drug has 
approximately the same therapeutic powers as the others 
of its class, but the discovery of microscopic haematuria 
and granular casts in the urine of patients taking milontin 
suggested to the authors that the drugs might also have a 
common toxic effect on the kidneys. 

Out of a total of 12 patients under treatment with 
troxidone at St. Bartholomew's Hospital, London, 8 
were found to be passing blood and albumin in the 
urine in larger quantity than could be accounted for by 
the renal disturbance which usually follows an epileptic 
fit. Occasionally this renal disturbance persisted after 
the drug had been withdrawn. G. F. Walker 


267. A Statistical Study of the Long-term Results of 
Surgical Treatment for Epilepsy. (Etude statistique des 
résultats éloignés de la chirurgie de l’épilepsie) 

J. Gutm_taume, G. Mazars, and Y. MAZARS. Presse 
médicale [Presse méd.] 61, 881-882, June 20, 1953. 
3 refs. 


The results of operation on 110 patients with epilepsy, 
in which the follow-up period extended from 4 years to 
6 months, are reported from the Salpétriére Hospital, 
Paris. All were cases of focal epilepsy, and the site of 
the focus was determined by electroencephalography 
before selecting the patient for operation. (In a series 
of 1,200 epileptics 510 were shown to have cortical foci, 
which were bilateral in only 4 cases and multiple in a 
further 3.) Operation was undertaken in these cases 
only if medical treatment proved ineffectual in suppressing 
the fits. 

Of the 110 cases operated on, the results in 82 were 
classed as “* good”’ or “ excellent’’; these comprised 
27 patients who were completely free of fits or sequelae 
of any kind and who needed no suppressive therapy, 
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27 who were free of fits when given a reduced dose of 
phenobarbitone (0-1 g. per day), 9 cases in which the 
fits were suppressed but there still remained slight neuro- 
logical sequelae, and 19 patients who still had one or two 
fits per year. A further 23 patients were classed as 
** improved ’’, in 18 the number of fits being less than 
half and in 5 somewhat more than half the preoperative 
number. Of the remaining 5 patients, one died, one 
had more fits than before, and 3 were unchanged. 
Where improvement was only partial the authors believe 
this was largely due to the fact that it was impossible to 
remove all the malfunctioning cortex for fear of causing 
paralysis or aphasia. A further analysis of the cases 
showing good results revealed that the social adjustment 
of the patients was always greatly improved, even when 
their epilepsy was not totally cured. [Details of the 
operative technique are not given, but it is stated that it 
was modelled on that of Penfield.] Donald McDonald 


CEREBRAL VASCULAR DISORDERS 


268. Cirsoid and Arterio-venous Aneurysms of the 
Brain: an Anatomical, Clinical, and Radiological Study 
of 19 Cases. (Anévrismes cirsoides et anévrismes artério- 
veineux de l’encéphale d’aprés dix-neuf cas: considéra- 
tions anatomiques, cliniques et radiologiques) 

D. Petit-DuTAILuis, G. Guiot, and H. BERDET. Presse 
médicale [Presse méd.] 61, 901-905, June 24, 1953. 
11 figs. 


This series of 19 cases of cirsoid or arterio- 
venous aneurysm of the brain, reported from the H6pital 
de la Pitié, Paris, is dealt with from the points of view only 
of anatomy, clinical signs, and radiographic appearances. 
(The surgical treatment will be discussed in a further 
paper.) The authors seek first to clarify the nomen- 
clature of these pseudo-tumours of vascular origin, 
which is somewhat obscure owing to a lack of inter- 
national agreement. Anglo-Saxon authors group them 
under the heading of plexiform or cirsoid angioma and 
distinguish venous and arterial types, but according to 
Luschka, whom these authors favour, an angioma is a 
tumour formed by capillaries of an embryonic type of 
which cavernous angioma and angio-reticuloma are 
variants, and the structure of the vascular malformations 
discussed in this paper approximates rather to that of a 
cirsoid aneurysm than to that of a true angioma. The 
term “cirsoid aneurysms”’, therefore, is preferred 
not only on account of their anatomical characteristics, 
but also in order to distinguish them from true angio- 
mata of the brain. 

These aneurysms were hard to diagnose before the days 
of arteriography, and were thought to be rare, an inci- 
dence of about 1% being mentioned by some authors. 
However, as the present authors have been able to 
collect 19 cases in the space of 4 years since arteriography 
has been systematically employed, it is probable that their 
occurrence is more frequent than previously thought. 
The majority of these 19 patients were young people, 9 
men and 10 women, and 17 of them were operated on. 
Almost all the aneurysms were situated above the 


tentorium, 9 being in the territory of the Sylvian artery, 
2 in relation to the anterior cerebral artery, 2 to the 
posterior cerebral, 2 were fed by the Sylvian and one of the 
cerebral arteries, and 1 by the Sylvian and choroidal 
arteries; of these 16 aneurysms, 9 were cirsoid and 7 were 
arterio-venous. The aneurysm itself was always intra- 
cerebral and varied considerably in size, 7 being roughly 
the size of a hen’s egg, but one was so enormous that it 
extended widely into both the parietal and occipital 
lobes. The extensive collateral circulation which is 
usually developed is of great importance in planning 
surgical treatment and in the interpretation of arterio- | 
grams. In only one case was a localized patch detected 
amid the vascular dilatations of the tumour, in which 
capillary cavities bordered by thickened endothelium 
recalled the structure of embryonic capillaries (the 
angioma proper of Luschka). 

The presence of these tumours was (in 9 out of the 
16 cases) announced by a meningeal or cerebro-meningeal 
haemorrhage, often with convulsive crises, and sometimes 
with more or less prolonged coma. Sometimes the onset 
was with a sudden and violent headache, vomiting, and a 
mild degree of confusion lasting one or 2 days, these 
attacks recurring at intervals afterwards. Sometimes 
the onset was associated with hemiplegia, hemianopia, 
or aphasia; these conditions may regress to a certain 
extent initially, but in many cases become progressively 
worse and end by being irreversible. Between attacks 
violent headaches occur. An original attack of epilepsy 
(4 cases), or of cerebral haemorrhage followed by hemi- 
plegia, is rare. Apart from haematoma, these aneurysms 
are rarely accompanied by signs of increased intracranial 
tension, but may sometimes present all the signs of an 
intracranial tumour. A _ thrombophlebitis of the 
cavernous sinus may also be simulated, and such a case 
is described. In only one case was a systolic bruit 
detected in relation to the aneurysm. . 

In diagnosis ordinary radiography is of little use, but 
arteriography is of the utmost assistance, as only this 
procedure can differentiate between the aneurysm 
proper and arterial and venous dilatations which are 
merely its functional consequences. Ventriculography 
is often of help in determining the relation of the 
aneurysm to the ventricle. In the case of small aneurysms 
detected arteriographically a second injection may advan- 
tageously be given centred on the lesion, visualizing it 
with the same precision as if it were a projectile. If a 
carotid injection shows nothing, a vertebral injection 
should be tried in order to visualize a possible aneurysm 
in the posterior fossa. Although the possibility of 
cirsoid aneurysm in all cases of meningeal haemorrhage 
should undoubtedly be borne in mind, there are in fact 
no characteristic signs. The spontaneous occurrence of 
signs suggestive of a cerebral haematoma in a young 
subject should, however, always be suspect; in such a case 
arteriography will reveal both the aneurysm and the 
haematoma. D. P. McDonald 


269. Intracranial Hypotension Associated with Subdural 
Haematoma 

J. MacD. Hotes. British Medical Journal [Brit. med. 
J.) 1, 1363-1366, June 20, 1953. 18 refs. 


Psychiatry 


270. Psychiatric Observations on Facial Dermatoses 
I. Macacpine. British Journal of Dermatology [Brit. J. 
Derm.] 65, 177-182, May, 1953. 6 refs. 


In this paper is described the treatment by psycho- 
therapy of 35 patients with facial dermatoses. There 
were 32 females and 3 males, and the age range was 18 
to 65 years, with the peak between 40 and 50. The dura- 
tion of symptoms varied from 2 to 12 years. The 
patients were allowed to continue such local applications 
as they had been using, but were given no special 
physical treatment. 

Most of the 35 patients were free of symptoms after 
10 to 20 sessions of psychotherapy; the rest were greatly 
improved, except for one patient with gross lichen in 
whom no psychiatric cause for the skin disorder could 
be found. More than one-half of the patients had no 
recurrence in 2 years. In patients in whom relapse 
occurred after a free interval the symptoms tended to be 
less severe and cleared up after a few sessions of psycho- 
therapy. 

The explanations which the patients gave for their 
symptoms proved in every case to be merely a cover for 
the true cause. Some lesions of the eyelids were due to 
‘retained tears’, the patients being unable to express 
grief directly. In other patients the emotion associated 
with the lesions was suppressed anger. Nearly all the 
patients were depressed and the depression could be 
shown to have precipitated the skin disorder. It is sug- 
gested that faulty management of such patients may 
precipitate a severe depressive state. Every patient with 
psychosomatic facial lesions developed paranoid trends 
in varying degrees. No common personality type could 
be established in this series. Desmond O’ Neill 


271. Mental Retardation in Children 

A. Levinson and C. GOLDENBERG. Journal of the 
American Medical Association [J. Amer. med. Ass.] 152, 
781-787, June 27, 1953. 1 fig. 


Mental retardation was investigated at the Levinson 
Research Foundation and Cook County Hospital, 
Chicago, in 104 white children, 45 negro children, and 
1 Mexican child. Of the 150 subjects, only 34 were 
known to be abnormal at birth; of the remainder, mental 
retardation was first noticed between 1 and 6 months of 
age in 31, between 7 and 12 months in 35, between 
13 and 24 months in 25, and at age 2 years or more in 25. 
In 5 of the last group mental retardation was not 
suspected until the children were over 5 years of age. 
Speech difficulties were observed in 127 children, 58 
being unable to speak at the age of one year or more and 
69 having indistinct speech. Four children were blind 
and 4 others had poor vision, while 16 were deaf. : 

No cause for the retardation could be found in 48 cases. 
Classification of the others in terms of the primary cause 
was as follows : mongolism 36, prematurity 10, micro- 
cephaly 9, meningitis 8, encephalitis 8, hypothyroidism 8, 


neonatal anoxia and/or cerebral haemorrhage at the 
time of birth 7, nutritional deficiency 4, hydrocephalus 4, 
cerebral trauma 2, and toxaemia of pregnancy, myas- 
thenia gravis, hypothalamic syndrome, haemangio- 
matosis, hypopituitarism, and premature synostosis of 
the skull, one each. ; 

There was a history of convulsions in 40 children in 
the following diagnostic groups: primary amentia (16), 
mongolism (2), prematurity (1), microcephaly (7), 
meningitis (4), encephalitis (4), neonatal anoxia (1), 
cerebral trauma (2), and toxaemia of pregnancy, hypo- 
thalamic syndrome, and haemangiomatosis (1 each). 

Speech was absent or defective in 32 of the mongoloids 
and 4 were deaf. There was no evidence that prematurity 
was an important aetiological factor in mongolism. The 
average age of the mother at the birth of the mongol 
was only 30 years, with a range of 19 to 44 years, and the 
average age of the father was 31 years, with a range of 
19 to 49 years. No instance of consanguinity was found. 

G. de M. Rudolf 


272. Hazards of Lobotomy. 
Operations 

W. FREEMAN. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 152, 487-491, June, 6, 1953. 
1 fig., 9 refs. 


The operative risks and undesirable sequelae of pre- 
frontal and transorbital lobotomy are discussed in this 
paper from George Washington University, Washington, 
D.C., in relation to a series of 2,005 operations (702 
prefrontal and 1,303 transorbital) performed on 1,863 
patients. Operative mortality was 3-6% for prefrontal 
and 1-:7% for transorbital lobotomy. However, deaths 
from haemorrhage were less frequent in the prefrontal 
series (0-6°% contrasting with 1-2°%) as the trephine open- 
ings can be enlarged and an attempt made to control any 
bleeding occurring at operation. Other causes of 
postoperative death were misdirected incisions (producing 
vegetative disorders), shock, hyperthermia, and infection. 
The incidence of these complications was much lower 
following the transorbital than the prefrontal operation. 
Among the survivors physical complications such as 
hemiparesis, fits, and incontinence were 10 times more 
prevalent after the major operation than after the minor 
(transorbital) operation, the incidence being 51-5% and 
5-2% respectively, as also were socially undesirable 
traits (33-8% and 3% respectively). 

Because of this higher mortality and higher incidence 
of complications following prefrontal lobotomy, the 
author has practically abandoned this procedure during 
the past 3 years, regarding transorbital leucotomy as 
the method of choice. It is emphasized that irrespective 
of the type of prot 2dure, the risks of delay outweigh 
those of operation, a long history of mental disorder 
being a serious handicap to social readjustment after 
leucotomy. J. V. Crawford 
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273. Neuropathologic Lesions following Lobotomy. 
A Study of Fifteen Cases of Bilateral Prefrontal Lobotomy 
N. RAskIN, G. STRASSMAN, and C. C. VAN WINKLE. 
American Journal of Psychiatry [Amer. J. Psychiat.] 109, 
808-816, May, 1953. 10 figs., 13 refs. 


Reports on the lesions and long-term results following 
lobotomy increase in number as this method of treatment 
becomes more widely used. In the 15 cases here 
recorded from three State hospitals in Massachusetts 
bilateral section of the fronto-thalamic fibres had been 


performed. The patients had died after periods ranging , 


from 11 days to 5 years and 4 months after operation, 
and a very full post-mortem examination of the macro- 
scopical and microscopical appearances of the brain 
in each case resulted in several important findings. 

The process of healing was traced through all its stages 
in relation to the length of time since operation. The 
healing of the grey matter was found to be much more 
rapid than that of the white matter, a fact explained by 
the richer blood supply of the cortex. In general, there 
was evidence of much destruction of brain tissue, even 
in the brain of the patient who died 5 years after opera- 
tion; in this brain there were numerous old cystic 
formations in the thalamus and in the white matter of 
the frontal lobes. Similar large cysts were also found in 
the white matter of the brain a patient who survived 
operation for 3 years and 8 months. Several patients 
died from causes unrelated to the lobotomy, and in those 
who had suffered from arterial disease, such as arterio- 
sclerosis, or from an infective disorder there was much 
less evidence of repair to the damaged brain tissue than 
in those in whom these conditions had not been present. 
It would appear, therefore, that vascular disease tends to 
retard repair in the brain more than any other known 
factor. In all the patients the damage to the brain tissue 
was much more extensive than would have been expected 
from the original incision, and the authors conclude 
that this undesired greater damage may account for 
unexpected clinical symptoms following lobotomy. 

Ruby O. Stern 


274. Treatment with Prolonged Sleep in Psychiatric 
Practice by the ‘*‘ Hibernation’’ Method. (Cures de 
sommeil prolongé en pratique médico-psychiatrique par 
la méthode dite d’hibernation) 

A. DrscHAMPS and M. Caporet. Presse médicale 
[Presse méd.} 61, 878-880, June 17, 1953. 9 refs. 


The authors describe their treatment of psychiatric 
disorders by prolonged sleep or “* hibernation ”’, justifying 
the retention of the latter term in spite of the fact that 
refrigeration is seldom a part of their technique. The 
basis of the procedure is to produce, by the administration 
of drugs, a state of lowered activity not only of the cortex 
but of the whole nervous system, including the autonomic— 
endocrine system, and of tissue metabolism as a whole. 
This is achieved by giving a coktail lytique of which the 
main active ingredient is “ largactil’’ (chlorpromazine, 
diethylaminopropylchlorophenothiazine hydrochloride). 
This substance not only blocks the vegetative nervous 
system at all its levels, both central and peripheral, but 
also potentiates the action of hypnotic drugs so that 


much smaller quantities of these are effective and 
there is thus less danger of causing toxic confusion and 
other undesirable side-effects. The patients are given 
largactil combined with promethazine (for its hypnotic, 
calming, and temperature-lowering properties), ““diparcol”’ 
(diethazine hydrochloride), and phenobarbitone, and 
are kept in a drowsy state for 22 or 23 hours out of 
the 24 for periods lasting from a few days to 3 weeks. 

The results are reported in 15 cases of various clinical 
types, selected because other treatment had failed or 
because their physical condition was such as to contra- 
indicate electric convulsion therapy (E.C.T.). These 
showed that the best response to prolonged sleep therapy 
was obtained in cases of anxious confusional states, 
severe anxiety states, and agitated melancholia, and 
included even those cases which had been irresponsive to, 
or aggravated by, E.C.T. Patients in maniacal states 
were rendered less excited, permitting, in some cases, 
E.C.T. to be given later. One patient with delirium 
tremens appeared to derive temporary benefit, but died 
later. Cases of delusional psychosis were not benefited. 

The authors conclude that prolonged sleep obtained in 
this way with ganglioplegic drugs to potentiate the 
action of hypnotics, can be carried out safely even in 
patients in poor physical condition or with cardiac 
weakness, and that no complications ensue provided 
there is strict medical and nursing supervision through- 
out. They emphasize that the duration of the sleep 
or even its depth is less important for success than the 
complete detachment of the patient, who must be put 
into a state of ** organopsychic indifference *’ for satis- 
factory mental and physical reconditioning to occur. 

J. B. Stanton 


275. Suxamethonium-modified Electroconvulsive Ther- 
apy in the Frail and Elderly 

G. I. Tewrik. Lancet [Lancet] 2, 110-112, July 18, 
1953. 5 refs. 


It is pointed out that by administration of suxa- 
methonium (succinylcholine) chloride, which causes 
muscular relaxation, all twitching of the muscles can be 
abolished, and that the short action of the drug makes it 
ideal for use in electric convulsion therapy (E.C.T.). 

At the Middlewood Hospital, Sheffield, 61 frail 
patients, most of them elderly (average age 68 years), 
were given E.C.T., each convulsion being modified by 
previous administration of atropine gr. 1/100 (0-65 mg.), 
thiopentone 0-175 to 0-3 g. intravenously, and suxame- 
thonium, 25 to 35 mg. intravenously. Oxygen was given 
both before and after the convulsion. The only compli- 
cations were vomiting after the fit in 3 cases and pro- 
longed apnoea in one. One patient suffering from 
pneumonia and dehydration died after treatment. As 
many as 9 or 10 patients were treated in one hour. 
Organic mental symptoms, when associated with depres- 
sion, often disappeared after the course of E.C.T. 

It is concluded that suxamethonium is more reliable 
than other muscle relaxants; that by its use E.C.T. can 
be given to patients who otherwise would not tolerate the 
treatment; and that there is no absolute contraindication 
to its use. L. G. Kiloh 
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276. An Attempt at a Physiopathological Explanation 
of Seborrhoea and Acne Vulgaris: Therapeutic Results 
R. ARON-BRUNETIERE. British Journal of Dermatology 
[Brit. J. Derm.) 65, 157-164, May, 1953. 42 refs. 


The beneficial effects of oestrogens in acne appear to 
be much greater in men than in women. Progesterone 
possesses androgenic activity, and oestrogen deficiency 
may be aggravated by increased secretion either of 
androgen or of progesterone. Chorionic gonadotrophin, 
like progesterone, acministered during the second half 
of the menstrual cycle consistently aggravates acne. 
While harmful in high dosage, these hormones are 
curative in low dosage. 

The author has treated acne in men and women by 
injection or implantation of gonadotrophic hormone 
from pregnant mare’s serum with good results, implanta- 
tion proving a more effective method than injection. 

John T. Ingram 


See also Pathology, Abstract 13. 


277. Treatment of Dermatitis Herpetiformis with 
Diamino-diphenyl-sulphone (D.D.S.). [In English] 

E. E. KruizincA and H. HAMMINGA. Dermatologica 
[ Dermatologica (Basel)] 106, 387-394, 1953. 8 refs. 


At the University Dermatological Clinic, Gronigen, 
Holland, diamino-diphenyl-sulphone (DDS) was given 
to 12 patients suffering from dermatitis herpetiformis, 
the average period of observation being 5 months. 
The results were better than those achieved with sulpha- 
pyridine, 11 of the patients obtaining complete relief of 
their symptoms. The drug was given at first in a dose of 
50 mg. daily, increased to 50 mg. twice daily after the 
first few days. In some cases it was possible to employ 
a lower maintenance dose, but 100 mg. daily should not 
be exceeded in adults. For the first 2 months blood and 
urine examinations should be performed weekly, and 
later at least once a month. E. Lipman Cohen 


278. Isoniazid in the Treatment of Chronic Discoid Lupus 
Erythematosus. Report of Three Cases 

E. Epetson. Journal of Investigative Dermatology [J. 
invest. Derm.] 21, 1-3, July, 1953. 7 refs. 


279. Pseudo-lupus Erythematosus (Kaposi—Irgang). 
(A propos du pseudo-lupus érythémateux profond 
(Kaposi-Irgang)) 

L. M. Pautrier. Annales de dermatologie et de 
syphiligraphie [Ann. Derm. Syph. (Paris)| 80, 233-253, 
May-June, 1953. 8 figs., 21 refs. 


The author presents a long and careful review of the 
3 cases of lupus erythematosus profundus reported in the 
literature, by Irgang in 1940, Arnold in 1948, and a 
recent case from Brazil by Costa and Junqueira (Ann. 
Derm. Syph. (Paris), 1952, 79, 535). From this study 


and from his 50 years’ experience in dermatology he is 
led to the conclusion that these patients were in fact 
suffering from authentic lupus erythematosus of the face 
or scalp with histologically typical hypodermal sarcoids 
of the Darier—Roussy type covered by normal epithelium 


‘on other areas. He is convinced that the references to 


previous cases of lupus erythematosus profundus 
attributed to Kaposi and to Brocq, and quoted by the 
above-named authors in support of their theory, have 
either been misunderstood or do not exist at all in the 
literature. [Thus another myth is exploded.] 

James Marshall 


280. Vegetating Pyodermatitis of WHallopeau. (Pyo- 
dermite végétante d’Hallopeau) 

R. DeGos and A. CaRTEAUD. Annales de dermatologie 
et de syphiligraphie [Ann. Derm. Syph. (Paris)] 80, 254- 
262, May-June, 1953. 6 figs., 5 refs. 


The description is presented of a case of rapidly 
spreading, intensely itching pyodermatitis affecting 
large areas of the back and the scalp in a girl aged 15. 
The clinical picture corresponded very closely to Hallo- 
peau’s original description. In this condition the 
primary lesion is a small vesiculo-pustule with a red 
areola; this rapidly multiplies and the lesions agglomerate 
to form plaques, these in turn fusing to form large vegeta- 
ting areas. In the case described a strain of Staphyl- 
lococcus aureus was isolated and the histological picture 
was that of acanthosis and polymorphonuclear infiltra- 
tion in the dermis. Treatment with antibiotics and 
sulphonamides was ineffective, but a rapid cure was 
obtained by simple local treatment and the intravenous 
administration of strontium bromide. The authors 
consider the vegetations to be in the nature of licheni- 
fication and attributable to the itch and scratching. 
Although the infective factor is not doubted, the improve- 
ment following on simple treatment and sedation sug- 
gests that emotional factors are not unimportant. 

James Marshall 


281. Epidemic Favus of the Glabrous Skin 

I. M. FIisHMAN. Archives of Dermatology and Syphilo- 
logy (Arch. Derm. Syph. (Chicago)] 68, 38-43, July, 1953 
3 figs., 4 refs. 


282. Tattooing of Nevus Flammeus for Permanent 
Camouflage 

H. Conway. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 152, 666-669, June 20, 1953. 
4 figs., 12 refs. 


The history of tattooing throughout the ages is 
briefly reviewed. The treatment of naevus flammeus 
(port-wine stain) presents a difficult problem, as surgical 
excision and most other methods do not provide a satis- 
factory solution. The author describes the treatment by 
tattooing with matched pigments employed at the Plastic 
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Surgery Clinic, New York Hospital—Cornell Medical 
Center, to camouflage the lesion. His report is based on 
the results of such treatment in 263 patients. The 
tattooing is carried out aseptically with high-speed motor- 
driven needles on a flexible shaft, generally without 
anaesthetic, although procaine may be mixed with the 
injected pigments if the patient is particularly sensitive. 
The needles should enter the skin at an angle of 60 degrees, 
the depth of penetration being controlled by a set-screw. 
The procedure is successful only when the naevus is sub- 
dermal or in the deeper portions of the dermis, and 
subepidermal or subpapillary lesions do not respond well. 
Of 192 patients in whom the course was completed, 
successful results were obtained in 159 (83%). [For 
further details of the technique and pigments used the 
original paper should be consulted.] S. T. Anning 


283. Treatment of Melanin Hyperpigmentation 

A. B. LERNER and T. B. Fitzpatrick. Journal of the 
American Medical Association [J. Amer. med. Ass.] 152, 
577-582, June 13, 1953. 5 figs., 5 refs. 


A short review of previous attempts at the treatment 
of increased melanin pigmentation (to describe which 
the authors prefer the term ‘*‘ melasma’’) is presented, 
and the various disorders associated with this condition, 
such as chloasma, Riehl’s melanosis, Civatte’s disease, 
Addison’s disease, and chronic malnutrition, are men- 
tioned. The results of treating 84 patients suffering from 
melasma with 20% monobenzyl ether of hydroquinone 
(“‘ benoquin’’) are then reported and analysed, the 
importance of using a purified and finely dispersed, con- 
centrated preparation being stressed. Good clinical 
response was obtained after 2 to 6 months’ treatment in 
64 cases, in 11 of which the patient developed sensitivity 
to the ointment, leading to a local dermatitis. In 20 
patients the condition was unaffected. The best results 
appear to have been achieved in cases of generalized 
lentigo, severe freckling, berloque dermatitis, and 
Addison’s disease. 

{It would appear that trials of this treatment are worth 
persisting with, and that the slowness of the response 
should not be regarded as a discouraging factor.] 

J. E. M. Wigley 


284. Cutaneous Decortication in-Superficial Dermatoses. 
Its Application to Pigmented ‘‘ Naevi’’. (La décortica- 
tion cutanée dans les dermatoses de surface. Applica- 
tion aux neevi’’ pigmentaires) 
L. DurouRMENTEL. Presse médicale [Presse méd.] 61, 
917-918, June 24, 1953. 8 figs. 


The author describes the treatment by “ cutaneous 
decortication *’ of a hairy pigmented naevus covering the 
greater part of the posterior surface of the neck, thorax, 
and shoulders of a girl aged 6 years. This treatment was 
suggested by the excellent healing obtained at the donor 
site in a similar, but less extensive, case treated with split 
skin grafts. 

In the case under consideration a biopsy had shown the 
pigment to be situated in the basal Malpighian layer, the 
deeper parts of the dermis being intact. The author 
therefore removed the affected skin to a depth of 


M—G 


3/10 mm., using a Gosset electric dermatome for the 
flat areas and a Lagrot razor-plane for the areas with less 
even contours. About one-third of the affected area 
was decorticated at each of three sessions at intervals of 
about a week. A lipoma in the centre of the affected 
area needed special treatment, and in some areas a little 
touching-up was required to remove residual areas of 
pigment. Under a simple dressing good initial healing 
was obtained, and although the final result will not be 
seen until at least a year after the operation, progress so 
far has certainly been very promising. 

This method of treatment is not necessarily applicable 
in all cases of pigmented naevus, much depending, in the 
author’s opinion, on the colour and thickness of the hair, 
which of course will grow again, the follicles being left 
undisturbed; it was very fine and blonde in the case 
described. The applicability of the method to other 
disorders affecting the epidermis but not involving the 
deeper layers of the dermis is briefly mentioned—the 
author has employed it successfully to remove superficial 
vascular naevi, plaques of psoriasis (which -sometimes 
recur), and the scars of acne and variola. 

Ferdinand Hillman 


285. Miliaria 

W. B. SHELLEY. Journal of the American Medical 
Association [J. Amer. med. Ass.] 152, 670-673, June 20, 
1953. 5 figs., 7 refs. 


The term miliaria is the generic designation for all skin 
changes arising as a result of sweat retention. On the 
basis of clinical findings the condition is divided into 
four types: (1) miliaria crystallina, seen in febrile 
patients or secondary to sunburn or other dermatoses, 
with numerous, small, discrete, translucent vesicles 
which do not itch and are readily ruptured; (2) miliaria 
rubra or prickly heat, appearing rapidly with a rise in 
body or environmental temperature, as itchy papulo- 
vesicles and, if severe and recurrent, leading to anhidrosis; 
(3) miliaria pustulosa, appearing as a complication of 
many dermatoses, with pustules forming at the site of 
sweat retention; and (4) miliaria profunda, in which 
numerous non-inflammatory papules are produced by 
the retention of sweat in the dermis, again resulting in 
anhidrosis. 

Histologically, all 4 types result from blocking of the 
flow of sweat; in Type 1 the obstruction is superficial, 
the sweat being trapped in the horny layer; in Types 2 
and 3 the sweat is retained in the epidermis, and in 
Type 4 the sweat is retained in the dermis. In short, 
in all four types the sweat is secreted into the skin instead 
of on to its surface. In the primary type of miliaria, 
prolonged maceration of the skin surface by sweat pro- 
duces abnormal keratinization and occlusion of the 
sweat-duct orifice. Miliaria profunda arises secondary 
to prolonged and recurrent miliaria rubra. The rationale 
of treatment is the physiological elimination or drastic 
reduction of sweating by reduction of the internal and 
external “‘ heat load ’’, combined with the avoidance of 
excessive bathing and of soaps and detergents or irritating 
medicaments. Topical and systemic therapy are without 
specific value. S. T. Anning 
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286. Mammary Abscess. Disadvantages of Antibiotics 
in its Management 

C. P. Mitts. British Medical Journal (Brit. med. J.] 
1, 1427-1429, June 27, 1953. 2 refs. 


The author describes the clinical features of 4 cases of 
breast abscess treated with “ distaquaine penicillin ”’, 
600,000 units daily. The signs of inflammation dis- 
appeared early and were replaced by persistent thicken- 
ing,. which resolved only after surgical incision a month 
or more after the onset of the acute inflammation. In 
each case a deep chronic abscess containing penicillin- 
resistant Staphylococcus pyogenes was opened after 
incising through tough fibrous tissue. After drainage 
the breast healed quickly and recovered its supple 
texture. 

The physical signs in 2 instances after treatment with 
penicillin for a month simulated those of lactation 
carcinoma. Incision in 2 cases was attended by profuse 
haemorrhage. The author concludes that early incision 
of a breast abscess is as important as ever, and that 
penicillin should not replace surgery but be used as an 
accessory. 

[An acute breast abscess may become chronic and 
resemble a carcinoma even without penicillin, and the 
number of cases reported is too small to allow any 
conclusions to be drawn.] Charles P. Nicholas 


287. The Incidence of Cancer with Nipple Discharge 
and the Risk of Cancer in the Presence of Papillary Disease 
of the Breast 

A. R. Kitcore, R. FLEMING, and M. M. RAmos. Sur- 
gery, Gynecology and Obstetrics [Surg. Gynec. Obstet.] 
96, 649-660, June, 1953. 11 figs., 16 refs. 


The risk of cancer in patients suffering from a non- 
purulent discharge from the nipple is discussed in the 
light of observations made on 190 patients with such a 
discharge at St. Joseph’s Hospital, San Francisco. A 
distinction is made between colourless discharges which 
contain secretory elements and those which are without 
these elements, the occurrence of the former in the 
absence of a palpable mass indicating merely that the 
desquamated epithelial plugs which normally occlude 
the duct orifices have become detached, enabling the 
secretions normally present in the duct to escape to the 
surface. A colourless discharge containing no secretory 
elements, however, indicates ulceration of the duct epi- 
thelium and has approximately the same significance as 
blood. Of the authors’ 190 patients, 32 had a secretory 
discharge, 55 a serous discharge, and 103 a bloody 
discharge. The serous discharge was due to papillary 
disease in 3 cases and cancer in one. The blood-stained 
discharge was due to cancer in 17 cases (3 doubtful), 
papilloma in 36, and papillary cystadenoma in 9, no 
lesion being identified in 10 cases and 31 patients refusing 
operation. In a number of cases multiple papillomata 


were present, but these were practically always unila- 
teral—a curious finding when it is considered that the 
cause of these lesions is probably hormonal. 

In an attempt to estimate the risk of cancer in the 
presence of papillary disease, a further series of 13 cases 
of papilloma and 21 of papillary cystadenoma without 
discharge is added to the 45 mentioned above, bringing 
the total to 79. Of these, 6 (7-5%) were associated with 
cancer, whereas of 335 cases of cystic disease, only 
3 (1%) were associated with cancer. Furthermore, 
cancer developed after local removal of the identified 
lesion in 6 (7:5%) out of 57 of the 79 cases of papillary 
disease compared with 6 out of the 335 cases of simple 
cystic disease (1-8%). The authors therefore conclude 
that the presence of papillary disease in a breast indicates 
a special predilection to develop cancer. They are 
aware that precisely opposite conclusions have been 
arrived at by other workers and they discuss probable 
reasons for this conflict of opinion, including statistical 
inadequacy in respect of the number of cases analysed (a 
fault which they recognize in their own as well as other 
series), inadequacy of follow-up, and differences in histo- 
logical interpretation. However, their own findings 
lead them to recommend that any patient over the age 
of 40 with a blood-stained discharge from the nipple 
should undergo operation; moreover, the frequency of 
multiple lesions and the high incidence of cancer after 
local removal enforce the conclusion that mastectomy 
is the correct treatment in such cases. They proffer 
this advice with all proper reservations and full respect 
for the opinions of those responsible workers whose 
conclusions differ from their own. 

[This is a most thoughtful, thought-provoking, and 
important paper.] H. J. B. Atkins 


288. The Argument for Preoperative Radiation in the 
Treatment of Breast Cancer 

C. L. AsH, V. Peters, and N. C. DELARUE. Surgery, 
Gynecology and Obstetrics [Surg. Gynec. Obstet.] 96, 
509-521, May, 1953. 3 figs., 24 refs. 


The unsatisfactory results of surgical treatment for 
carcinoma of the breast have led to increasing emphasis 
being laid on the importance of early diagnosis and to 
the development of more and more extensive techniques 
of radical mastectomy. On the other hand, in view of 
the possible danger that axillary dissection may cause 
spread of the disease by the release of emboli, various 
combinations of surgery with pre- or post-operative 
radiotherapy have been advocated. 

At the Ontario Institute of Radiotherapy, Toronto, 
the problem of improving the results of treatment of 
carcinoma of the breast has for many years been regarded 
as a joint responsibility of the surgical and radio- 
therapeutic departments. Radical surgery combined 
with postoperative high-voltage therapy was at first 
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employed, and in a series of 921 cases reported by 
Richards (Brit. J. Radiol., 1948, 21, 109) the 5-year sur- 
vival rate was 43%, compared with 33% among patients 
treated by operation only. Although this was a striking 
improvement, preoperative irradiation certain 
theoretical advantages—for example, higher tumour 
dosage is possible before surgery, irradiated tissue in the 
operation wound is less receptive to implantation, de- 
vitalized tumour cells spread by operation may be 
innocuous, and regression may render an inoperable 
growth removable. A thorough trial of preoperative 
radiotherapy was therefore undertaken. Preliminary 
assessment showed that the incidence of local recurrence 
was much higher in cases in which retraction phenomena 
were present, and consequently a revised classification of 
the disease, based on the Portmann method, was adopted 
in which Stages III and IV are defined as including cases 
of tumour with retraction or invasive phenomena, with 
and without involvement of the axillary nodes respec- 
tively, and Stage V includes such cases in which distant 
metastases are also present. The difficulty of the opera- 
tion was found not to be increased by radiation thereapy 
before the operation, nor was the healing of the wound 
affected. 

Although 80% of the 116 cases treated fell into Stage 
IV, the over-all 5-year survival rate was 40%, a figure 
almost identical with that obtained with postoperative 
irradiation in the previous series, in which most of the 
cases were classed in Stages Ito III. The 10-year survival 
rates were 16% and 26% respectively. It was found also 
that the incidence of local recurrence was less. 

The plan of treatment now adopted as a result of this 
experience is as follows. Radical mastectomy is advised 
for cases in Stage I, and radical mastectomy with post- 
operative radiotherapy for those in Stage II. In Stage 
III the procedure varies; preoperative irradiation fol- 
lowed by radical mastectomy is advised (a) if the tumour 
is larger than 6 cm. in diameter, (6) for smaller tumours 
when the axillary nodes are involved and retraction 
phenomena are present, and (c) for medial tumours with 
axillary-node involvement; radical mastectomy with 
postoperative irradiation is advised (a) for tumours of 
less than 6 cm. diameter in the outer quadrant with 
axillary-node involvement, and (6) for small tumours 
with retraction phenomena. 

All Stage-IV cases are treated by preoperative irradia- 
tion followed by radical mastectomy, and those in 
Stage V primarily by radiotherapy, with surgical or 
hormonal therapy when certain defined indications are 
present. I. G. Williams 


289. Fifteen-year to Forty-year Survival Rates Follow- 
ing Radical Mastectomy for Cancer of the Breast 

S. W. HARRINGTON. Annals of Surgery [Ann. Surg.] 
137, 843-849, June, 1953. 


From a study of the results of radical mastectomy 
carried out at the Mayo Clinic over a number of years 
ihe author considers that the prognosis in carcinoma of 
‘he breast is influenced by a number of factors, the 
‘nore important of which are: (1) the extent of the 
disease at the time of operation; (2) the degree of 


malignancy as shown by histological examination of the 
primary lesion; (3) the age of the patient; and (4) the 
presence of constitutional diseases such as diabetes or of 
pregnancy and lactation. Local tissue resistance has also 
to be taken into account. 

Of a total of 4,637 patients subjected to unilateral 
radical mastectomy between 1910 and 1934, 4,563 were 
traced, and of this number, 1,144 (25%) survived 15 years 
and 35 survived 40 years after operation. Only 351 out 
of 2,918 (12%) with lymph-node metastases survived 
15 years, whereas of 1,645 without lymph-node involve- 
ment, 793 (48%) survived this length of time. 

The survival time of 116 patients who subsequently 
underwent radical mastectomy for carcinoma in the 
remaining breast (bilateral non-simultaneous breast 
carcinoma) was also studied. It was found that 18 
lived 15 or more years after the second operation; 
in 7 of these, lymph-node metastases were observed at 
operation (at the first operation in 3, at the second but 
not at the first in 1, and at both operations in 3). The 
author suggests that this long period of survival may be 
explained on the basis of local tissue resistance. 

Guy Blackburn 


290. Surgical Experience with Mammary Cancer. 
Growth Characteristics Observed during the Treatment 
of 258 Private Patients with Breast Cancer 

J. V. GoopE and J. A. MARTIN. Annals of Surgery [Ann. 
Surg.] 137, 856-863, June, 1953. 3 figs., 3 refs. 


The authors, writing from the University of Texas and 
the Gaston Hospital, Dallas, analyse the results of 
surgical treatment in 258 cases of carcinoma of the breast. 
The cases were taken from private practice because it 
was considered that the patients’ records were more 
complete and the disease was diagnosed earlier than 
in cases from institutions. In only half the patients was 
the presenting symptom a painless lump in the breast. 

Of the total number of patients 220 were operated on 
by the authors (38 being treated elsewhere). Of 145 
operated on 5 or more years previously, 83 were alive 
at the end of 5 years, giving an absolute survival rate of 
57%. Delay of over one year in receiving treatment 
after the appearance of the first sign or symptom of 
disease reduced the 5-year survival rate by 20%. 

The authors state that while there is no evidence that 
x-ray therapy given in the immediate postoperative 
period increases the survival time, there is abundant 
evidence that it is well worth while as a palliative 
measure in persistent mammary carcinoma. In pallia- 
tive treatment the authors employ x-ray therapy in 
cases of bone and brain metastases, low-intensity radium 
needles for deep chest-wall lesions and cervical lymph- 
node metastases, and, rarely, excision for skin meta- 
stases. They suggest that x-ray therapy should be given 
to painful areas in bone before radiological examination 
reveals bone involvement. 

In their conclusions the authors state that they now 
give radiotherapy before operation, followed in a 
fortnight by radical mastectomy, at which time radium 
needles are placed in the upper four intercostal spaces and 
supraclavicular region. Guy Blackburn 
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291. Staphylococcal Infection of the Newborn 

J. O. Forrar, C. L. BAtr, T. F. Evtas-Jones, and P. N. 
Epmunps. British Medical Journal (Brit. med. J.] 2, 
170-174, July 25, 1953. 26 refs. 


The problem of penicillin-resistant staphylococcal 
infection in neonatal wards is discussed. In 1951 there 
were 1,093 and 1,296 births respectively in two maternity 
units in the Edinburgh Northern Group of Hospitals; 
the incidence in these units of minor skin sepsis and 
conjunctivitis due, in the main, to staphylococcal infec- 
tion was 23% and 4:1%. To ascertain whether cross- 
infection or infection from carriers was the more frequent 
source a series of investigations was carried out. Of 
the 51 members of the hospital staff from whom nose 
and throat swabs were taken, 26 were found to be carriers 
of coagulase-positive staphylococci, 30-7% of which were 
penicillin-resistant. In 121 infants swabs were taken 
from the umbilicus just after the cord had separated; 
cultures from 73 revealed the presence of coagulase- 
positive staphylococci, of which 64-8% were penicillin- 
resistant. Of the 56 cultures of coagulase-positive 
staphylococci obtained from all! the infants with clinical 
infection during the year, 76-6% were found to be peni- 
cillin-resistant. 

These findings suggest that cross-infection is a more 
important source than are carriers among hospital staff. 
Sensitivity tests to streptomycin, chloramphenicol, and 
aureomycin were also carried out, and from the results 
the authors recommend that these antibiotics should be 
more widely used, and preferably in combination. There 
is evidence, however, that the staphylococcus is beginning 
to acquire resistance to these antibiotics also. 

David Morris 


292. Time of Eruption of Permanent Teeth in British 
Children in 1947-48 

E. M. B. CLements, E. Davies-THomaAs, and K. G. 
Pickett. British Medical Journal {Brit. med. J.] 1, 
1421-1424, June 27, 1953. 1 fig., 10 refs. 


The mean times of eruption of human teeth have been 
computed from observations [made in Birmingham 
schools] on 1,427 boys and 1,365 girls aged 5 to 13 years. 

The mean times of eruption of teeth of children who 
are either of a superior socio-economic group or are 
pubescent tend to be earlier than those in other children. 
The mean times of eruption of the corresponding right 
and left teeth do not differ significantly in either the upper 
or the lower jaws. The mean times of eruption of teeth 
of boys are, with the exception of the upper M; teeth, 
later than those of girls. The mean times of eruption 
of teeth in the upper jaw are later than those in the lower 
jaw, except for the Pm; and Pmz teeth, which are earlier, 
and the M; teeth, which do not differ significantly. 


The order of eruption of the teeth determined from 


mean eruption times is the same, within the limits of 
sampling variation, as that found in other stocks of 
European origin.—[Authors’ summary] 


293. Order of Eruption of the Permanent Human 
Dentition 

E. M. B. CLements, E. Davies-THomas, and K. G. 
Pickett. British Medical Journal [Brit. med. J.] 1, 
1425-1427, June 27, 1953. 1 fig., 2 refs. 


The order in which the I; and M; teeth and the C, 
Pm, Pm2, and M2 teeth erupt in British children was 
investigated and considerable variations were found in 
both the upper and the lower jaws. 

The frequencies of occurrence of the different patterns 
of eruption were estimated. The most frequent order 
of eruption was found to be the M; tooth followed by 
the I; tooth, and the Pm, tooth, followed in succession 
by the C, Pm2, and Mz teeth in the upper jaw; and the 
1, tooth followed by the M; tooth, and the C, Pm;, M2, 
and Pm; teeth in that order in the lower jaw. 

The analysis indicates that the times of eruption of 
teeth with similar mean eruption times on the same side 
are independent of each other, but that the eruption 
times of corresponding teeth on the right and left sides 
are correlated.—[Authors’ summary.] 


294. The Long-term Prognosis in Infantile Eczema 
M. J. Purpy. British Medical Journal (Brit. med. J. 1, 
1366-1369, June 20, 1953. 14 refs. 


It is known that eczema in infancy is often followed 
later in life by asthma or chronic skin lesions, or both. 
To determine the frequency with which this occurs an 
investigation was carried out among patients who had 
attended the Skin Department of Edinburgh Royal 
Infirmary 15 to 21 years previously because of infantile 
dermatitis. A questionary was sent to 329 such patients, 
but only 93 “* useful ’’ replies were received. From these 
it was established that between one-third and one-half 
had had some other allergic condition subsequently, the 
commonest, spasmodic asthma, being reported by from 
one-quarter to one-half of all the patients. Besnier’s 
prurigo was found less frequently than asthma or hay- 
fever, while some 10% of the patients had developed 
allergic rhinitis. I. A. B. Cathie 


295. Oral Cortisone Treatment of Infantile Eczema 

L. W. Hitt. New England Journal of Medicine [New 
Engl. J. Med.| 248, 1051-1056, June 18, 1953. 7 figs., 
5 refs. 


At the Children’s Medical Center, Boston, 18 infants 
aged 44 months to 3 years with severe eczema were 
treated with cortisone orally for an average period of 
4 months (range 14 to 11 months). In 4 cases the treat- 
ment was ineffective, but in all other cases cortisone 
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proved a valuable addition to the generally accepted 
forms of treatment and, in reasonable doses (not exceed- 
ing 75 mg. daily), did no harm. 

The author stresses that cortisone cannot effect a cure 
or change the allergic status, but does keep the eczema 
under control and, in severe cases, relieves immediate 
distress. He considers it preferable to keep the eczema 
controlled with moderate doses rather than to suppress 
it entirely with large doses. Concomitant infection, if 
treated with antibiotics, is not a contraindication to 
cortisone therapy. The suggested dosage is 75 mg. daily, 


decreasing by 12:5 mg. daily as soon as the eczema is’ 


controlled, and maintaining the minimum satisfactory 
dose thereafter. Potassium chloride, 0-3 g. (5 gr.) was 
given twice daily as a routine. Administration of the 
hormone should not be terminated abruptly. The 
author’s practice is to give 25 mg. of cortisone for the 
last 4 days of daily treatment and then 25 mg. every other 
day for a week; on this regimen no adverse symptoms 
from discontinuance occurred. Wilfred Gaisford 


296. Iron Deficiency in Infancy and Childhood 

N. J. Smrtu and S. Rose.to. Journal of Clinical Nutri- 
tion [J. clin. Nutr.] 1, 275-286, May-June, 1953. 7 figs., 
14 refs. 


At St. Christopher’s Hospital for Children, Phila- 
delphia, a study was made of 162 infants and children 
with moderate to severe iron-deficiency anaemia. The 
peak incidence (66% of cases) of the disease occurred in 
patients aged between 9 and 24 months, and 147 of the 
162 were found to have an inadequate dietary intake of 
iron. In a small number no cause for the iron deficiency 
could be found, but in 10 cases the deficiency was thought 
to result from inadequate storage of iron in utero. 
Anorexia was a common symptom. Signs of glossitis, 
koilonychia, and similar manifestations usually found 
in iron deficiency in adults were not observed in these 
young patients. 

Serum iron levels were determined in 50 of the children 
and found to be below the range observed in 50 normal 
children. Aetiology and treatment are reviewed, and 
methods of augmenting the iron intake are discussed. 
“Shotgun” polypharmacy is condemned. In some 
cases serum iron curves were plotted after the administra- 
tion of a standardized oral dose of ferrous salt. In 
iron-deficient children a greater rise was found than in 
normal control subjects, pointing to a more rapid 
absorption. _ The marrow picture was one of late normo- 
blastic proliferation. C. L. Cope 


297. The Iron-binding Capacity of Serum in Infants and 
Children. [In English] 

B. HAGBERG. Acta paediatrica [Acta paediat. (Uppsala)] 
42, Suppl. 93, 1-80, May, 1953. 13 figs., bibliography. 


298. Haemoglobin and Red Cells in the Human Foetus 
and their Relation to the Oxygen Content of the Blood in 
the Vessels of the Umbilical Cord 

J. WALKER and E. P. N. TuRNBULL. Lancet [Lancet] 2, 
312-318, Aug. 15, 1953. 10 figs., 17 refs. 


299. Chloramphenicol in Prophylaxis of Infantile 
Gastro-enteritis 

R. M. Topp and E. G. HALL. British Medical Journal 
[Brit. med. J.] 1, 1359-1361, June 20, 1953. 4 refs. 


Experience with chloramphenicol as a prophylactic 
against gastro-enteritis in infants is reported. At the 


' Alder Hey Children’s Hospital, Liverpool, rectal swabs 


were taken from all infants admitted between November, 
1950, and August, 1951, and cultured for the presence of 
Bacterium coli O111; further swabs were taken at intervals 
of not more than 4 days. Of 56 children who became 
cross-infected with this organism after admission, 28 
received chloramphenicol in a dosage of 165 mg. per kg. 
body weight per day for 7 days, the remaining 28, who 
were not given chloramphenicol, serving as controls. 
It was found that only 5 of the treated group developed 
gastro-enteritis, as against 22 of the control group. 
Moreover, the gastro-enteritis was less severe in the 
treated patients than in the controls. 

From this small series of cases the authors suggest that 
chloramphenicol may be of value in preventing clinical 
gastro-enteritis. ‘I. A. B. Cathie 


300. Carob Flour in the Treatment of Diarrhoeal 
Conditions in Infants 

DE LA B. Fortier, G. LEBEL, and A. FRECHETTE. Cana- 
dian Medical Association Journal [Canad. med. Ass. J.} 
68, 557-561, June, 1953. 3 figs., 5 refs. 


The authors have treated 253 cases of infantile diar- 
rhoea due to various causes (chiefly infection or toxicosis) 
and of differing severity’ with a regimen which included 
a 5% gruel of carob flour (“‘ arobon”’) in rice water 
sweetened with saccharin. This was given alone for the 
first 12 to 36 hours, after which the gruel was gradually 
replaced by buttermilk during the next 5 to 7 days. 
[Chemotherapy and intravenous fluids were apparently 
also given where necessary, though no details are sup- 
plied.] The majority of the children treated were in 
their first year. No control series is described. Of the 
253 infants treated, 23 died (9-09%), but it is claimed that 
only 7 of these deaths could be attributed to diarrhoea, 
giving a mortality of 2°76%. The authors conclude that 
carob flour is the best of the various substances containing 
pectin which may be used in the treatment of infantile 
diarrhoea as an adjunct to chemotherapy, electrolyte 
replacement, and other necessary therapeutic measures. 

[This article is poorly written (perhaps because .it is 
written in English by French-speaking authors) and the 
argument isconfused. However, the authors’ enthusiasm 
for carob flour seems to be justified.] M. Baber 


301. The Use of Banthine Bromide in Infantile Pyloro- 
spasm. Report of Nine Cases with X-ray Study 

H. Levy and B. Zweir_er. Journal of Pediatrics [J. 
Pediat.] 42, 673-679, June, 1953. 5 figs., 9 refs. 


The authors, who have previously reported the success- 
ful use of ‘* banthine ’’ (methantheline) bromide in the 
treatment of infantile colic and vomiting (J. Pediat., 
1952, 40, 570), now describe the use of the same drug in 
8 cases of pylorospasm and one case of cardiospasm in 
infants of 3 weeks to 4 months. The diagnosis in all 
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cases was confirmed by x-ray examination, and the effect 
of treatment in controlling spasm was demonstrated 
in 5 of them by the same method. In the cases of pyloro- 
spasm 5 mg. of the drug was given 4 times daily, half 
an hour before feeding, for about one month. The 
infant with cardiospasm, who was 4 months old, required 
a daily dose of 50 mg. before a good response was ob- 
tained; this was divided into 5 doses of 10 mg. and con- 
tinued for over 2 months. In pylorospasm, the good 
effect was soon apparent and improvement was dramatic. 
No toxic effects were observed. Charles McNeil 


302. Diagnosis and Treatment of Malignant Renal 
Tumours in Children. (Diagnostic et traitement des 
tumeurs malignes du rein chez les enfants) 

R. HUuUGUENIN and R. GERARD-MARCHANT. Presse 
médicale [Presse méd.| 61, 909-913, June 24, 1953. 
10 figs., 1 ref. 


A series of 64 cases of malignant renal tumour in 
infancy and childhood, encountered at the Institut 
Gustave-Roussy, Paris, between 1933 and 1951, is 
presented, in 49 of which the diagnosis was confirmed by 
biopsy or necropsy. : 

Without entering into finer histological distinctions, the 
authors group these tumours under the general name of 
nephroblastic epithelioma’’, their survey being con- 
cerned with diagnosis, treatment, and prognosis only. 
Owing to the great friability of the tumour, palpation is 
to be discouraged as likely to cause rupture, or at least 
to favour intraperitoneal spread and the development of 
acute symptoms. It is sufficient for diagnostic purposes 
to find a smooth mass situated laterally in the abdomen. 
Excretion pyelography aided by soft-tissue radiography 
is preferable to retrograde exploration of the kidney 
which again, by increasing intrapelvic pressure, may 
cause rupture or intraperitoneal spread. A barium-enema 
examination may give some useful additional informa- 
tion. No reliance can be placed on the presence or 
absence of haematuria or albuminuria. [Exfoliative 
cytology is not considered.] The condition of the 
opposite kidney and the presence or absence of meta- 
stases must be determined. In the differential diagnosis 
hydronephrosis, polycystic kidney, and adrenal medul- 
lary tumour must be excluded. 

Treatment may be by surgery, by irradiation with 
x rays or radium, or by some combination of these, and 
the results of the various methods employed in the 
authors’ 64 cases are critically discussed. The only 
scheme which met with any success in this series was 
preoperative x-ray treatment followed by surgery and 
another course of irradiation, 9 out of 13 patients thus 
treated having been cured. Preoperative x-ray therapy 
often decreases the size of the tumour and facilitates 
surgery. 

A very frequent reason for a poor prognosis is late 
diagnosis; the early signs are, however, so equivocal that 
nothing but continuous watchfulness on the part of the 
physician can ensure early diagnosis. There is remark- 
ably little correlation between the histological picture 
of the tumour and survival time, possibly because in most 
cases the growth is too far advanced by the time it is 


examined for a useful conclusion to be drawn. At an 
earlier stage the histological picture may allow a more 
accurate prognosis to be made. Ferdinand Hillman 


303. Infantile Hemiplegia 

W. McKiussocx. Proceedings of the Royal Society of 
Medicine (Proc. roy. Soc. Med.} 46, 431-434, June, 1953. 
2 refs. 


The author describes the treatment of 18 cases of 
infantile hemiplegia associated with epilepsy by removal 
of the affected cerebral hemisphere, an operation first 
described by Krynauw (J. Neurol. Neurosurg. Psychiat., 
1950, 13, 243; Abstracts of World Surgery, 1951, 10, 
35). All cases were investigated by a panel consisting of a 
neurologist, psychiatrist, psychologist, radiologist, oto- 
logist, electrophysiologist, and a neurosurgeon (the 
author). All the patients had typical infantile hemiplegia 
with stunting of the affected limbs and, in long-standing 
cases, contractures due to spasticity, and all suffered from 
epilepsy and usually also had marked disturbances of 
behaviour. The usual neurosurgical technique was fol- 
lowed, hypotension being induced with hexamethonium 
during the actual amputation of the hemisphere. 

One patient died of pyocephalus 3 months after opera- 
tion, while 2 early cases developed secondary hydro- 
cephalus and required a second operation (in later cases 
the choroid plexus was removed to obviate this com- 
plication). Of the 18 patients, 12 had no epileptic fits 
postoperatively, 14 had no temper tantrums, and 13 were 
improved in their mental state. The hemiplegia remained 
unchanged in 12 cases, was improved in 3, and made 
worse in 2. All the patients had a complete homony- 
mous hemianopia after operation (but in many cases this 
had been present preoperatively), and often there was 
some reduction in sensation, although not usually enough 
to be noticed by the patient. Spasticity was nearly 
always much improved. Donald McDonald 


304. Acute Transitory Ataxia in Early Childhood 
(L’ataxie aigué transitoire du jeune enfant) 

P. Denys and L. GerRIN. Acta paediatrica Belgica 
[Acta paediat. belg.] 7, 99-113, 1953. 19 refs. 


Between 1949 and 1952, 14 children aged 18 months 
to 2 years were seen at the Institut de Pédiatrie, University 
of Louvain, all of whom manifested an ataxic gait of 
acute onset which recovered spontaneously in a few 
days to 2 weeks. The ataxia was regarded as cerebellar 
in origin, and in 8 cases formed part of a typical cerebellar 
syndrome. Before admission 5 of the patients had upper 
respiratory catarrh, with convulsions in one case, one 
child had varicella, one had convulsions and vomiting, 
and 2 had general symptoms without pyrexia. The 
remaining 5 patients were seen during an epidemic of 
poliomyelitis and in 3 of these there were suggestive 
changes in the cerebrospinal fluid and in 3 there were 
minor degrees of paralysis. 

Many viruses (perhaps including that responsible for 
the common cold) may produce a cerebellar syndrome. 
It was thought that in 5 of the cases described the 
symptoms were due to a cerebellar form of poliomyelitis. 

L. G. Kiloh 
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Medical Genetics 


305. Friedreich’s 
Mellitus in Sisters 
D. W. AsHBy and P. S. Tweepy. British Medical 
Journal [Brit. med. J.) 1, 1418-1421, June 27, 1953. 
2 figs., 15 refs. 


The authors report from the Gateshead Hospitals the 
comparatively rare case of two sisters (aged 28 and 
26 years) who developed the signs of Friedreich’s ataxia in 
childhood and later were found to have diabetes mellitus 
requiring insulin therapy. The pathogenesis of this 
association is discussed and the 27 previously recorded 
cases of Friedreich’s ataxia accompanied by diabetes are 
reviewed. From this review the authors conclude that 
the association of the two conditions is more than chance 
coincidence, although the evidence is not entirely con- 
clusive because of the small total number of cases in- 
volved. The authors favour a hereditary syndrome or a 
““dysbiotrophy”’ of the islet cells of the pancreas, 
analogous to other non-neurological abnormalities, such 
as spina bifida, which are known to occur with 
Friedreich’s ataxia. These associations may be deter- 
mined by the “* genetic milieu of the ataxia-bearing gene ”’. 

I. McLean-Baird 
306. Dominant Inheritance of Diabetes Insipidus. A 
Family Study 
C. B. PENDER and F. C. Fraser. Pediatrics [Pediatrics] 
11, 246-254, March, 1953. 1 fig., 16 refs. 


The clinical features of diabetes insipidus in 40 mem- 
bers of one family, covering 6 generations, are described 
in this paper from the Children’s Memorial Hospital and 
McGill University, Montreal. The inheritance appeared 
to be dominant. In 2 of the subjects, who were seen in 
hospital, there was a marked reduction in urinary output 
in response to injections of vasopressin, confirming 
the diagnosis of diabetes insipidus due to pituitary defi- 
ciency. The diagnostic value of the family history is 
emphasized. Harry Harris 


Ataxia Combined with Diabetes 


307. Allergy in identical Twins 
R. Bowen. Journal of Allergy [J. Allergy] 24, 236-244, 
May, 1953. 5 figs., 12 refs. 


In this paper from Baylor University College of 
Medicine, Houston, Texas, the author discusses the in- 
cidence of allergy in 59 pairs of monoplacental twins 
which he observed over a period of 15 years. A dual 
allergy was found in only 7 of the 59 pairs. Of these 7 
pairs, 3 had juvenile eczema and in 2 of these 3 pairs 
asthma developed later; 2 pairs had classical bronchial 
asthma, and 2 had pollinosis. One child in each of the 
remaining 52 pairs had asthma. In one pair of twins, 
whose history is described in detail, one child developed 
asthma, but in both there was a positive skin reaction to 
many inhalants, the response of the asthmatic child 
being much stronger than that of his twin. The electro- 
cncephalograms of these two children were so similar 
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that they were “nearly interchangeable’’, while in 
another pair of twins, one of whom had asthma, the 
tracings were again very similar. 

The author emphasizes that the rarity of allergic mani- 
festations in both twins indicates that these manifestations 
are not the result of placental transmission of the 
allergen. H. Herxheimer 


308. The Genetics of Rheumatoid Arthritis. Analysis 
of 224 Families 

R. M. Stecuer, A. H. HersH, W. M. SOLOMON, and 
R. WoLtpraw. American Journal of Human Genetics 
[Amer. J. hum. Genet.] 5, 118-138, June, 1953. 1 fig., 
23 refs. 


The authors made detailed inquiries into the family 
history in 224 cases of rheumatoid arthritis collected 
from private practice and a number of clinics and 
hospitals in Cleveland, Ohio. Similar inquiries were 
made in a control series of 488 patients, all of whom 
were free from rheumatoid arthritis, although 122 had 
Heberden’s nodes, 59 ankylosing spondylitis, and 47 
gout. 

The over-all incidence of rheumatoid arthritis among 
1,443 relatives of affected individuals was 3-4% [figures 
corrected by abstracter], that among male relatives being 
1-:9% and among females 4-6%; of the 775 relatives who 
were over 50 years of age, 5% were affected. Of 2,759 
relatives of patients in the control group, 0-58% were 
affected (males 0:52%, females 0-64%), the incidence 
among the 1,530 who were over 50 being 1-:1%. Lack 
of agreement between the observed numbers of sibships 
having 0, 1, 2, 3, and 4 cases of the disease and those 
expected on the basis of the Poisson distribution provided 
further evidence of a familial tendency. While the ratio 
of females to males among all affected relatives was 
approximately 2-5 to 1, any question of transmission of 
susceptibility to the disease as a sex-linked factor was 
ruled out by examination of pedigrees. There was found 
to be no association between parity and susceptibility. 

After correcting for small family size and for age, the 
data are consistent with transmission as an autosomal 
dominant gene with approximately 50% penetrance or as 
an autosomal recessive gene with about 70% penetrance, 
but the latter hypothesis was ruled out in the extensive 
pedigree (including 10 cousin marriages) reported by 
Whittinghill and Hendricks (J. Elisha Mitchell Sci. Soc., 
1951, 67, 185). From estimates of the incidence of 
rheumatoid arthritis in the population of the whole area 
concerned, the gene frequency as a dominant with 50% 
penetrance would be 0-006, and as a recessive with 70% 
penetrance 0-091. 

The authors discuss the variations in penetrance and 
excessive irregularities of expressivity of the hereditary 
factor in rheumatoid arthritis in relation to the various 
internal and external ancillary aetiological factors 
involved. R. H. Cawley 
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Public Health 


309. Epidemiology and Enteritis in Young Children 
E. StInGeR and C. G. Luprorp. Australasian Annals of 
Medicine (Aust. Ann. Med.] 2, 5-16, May, 1953. 11 refs. 


In the work here described from the Queensland 
Institute of Medical Research, Brisbane, the authors add 
a further chapter to the study of the introduction and 
spread of enteric infection in young children in institu- 
tions, with special regard to adult personnel as the 
potential source. The investigation was carried out 
in several hospitals and in five homes for children in 
Brisbane. Routine bacteriological examinations were 
made from rectal swabs taken during “* normal’’, pre- 
epidemic, and epidemic periods, from all children newly 
admitted and all who had gastro-intestinal disturbances 
in these institutions between November, 1949, and 
April, 1952. 

The results showed a decline in the incidence of 
Salmonella infections compared with previously reported 
work, the first appearance in Brisbane for many years 
of Shigella sonnei infections, and the increase of Bacterium 
coli infections after April, 1951. Bact. coli O111 and 
Sh. sonnei were the predominating organisms found. 
The strains of Pact. coli were typed by Vahlne’s technique. 
During the period of study 212 cases of dysentery due 
to Sh. sonnei were admitted to hospital and 128 cases 
occurred in patients already in hospital; no constant 
ratio was found between the two series of cases, but for 
any one enteric pathogen the ratio of the number of 
cases in the first series to that in the second was at first 
high and fell as infection became established. An out- 
break of dysentery in an orthopaedic ward (involving 
20 of the 29 children) was traced to a physiotherapist as 
the probable source. 

In the homes for children the appearance of pathogens 
at intervals, with or without gastro-intestinal signs, 
during a “‘ normal’ (non-epidemic) period were not 
considered unusual provided infection did not spread. 
Three major outbreaks in these homes are fully described. 
In the first, which was due to Bact. coli 0111, 2 infants 
died, and the causal organism was isolated from two 
trdinee nurses. It was significant that no breast-fed baby 
was affected. The second epidemic was due to Bact. coli 
Ol1ll and Sh. sonnei, together with Salmonella typhi- 
murium in a home where the standard of hygiene was 
low ; the source in this case was also probably among the 
staff. The source of the third outbreak, due to Sh. sonnei, 
was again traced to two trainee nurses with the infection. 
A further investigation in an infants’ home revealed no 
pathogens among the infants, but 3 resident mothers 
and 6 of the staff were carriers of infection. 

The authors consider that insufficient attention is paid 
to gastro-intestinal disorders in both children and staff 
in institutions, and that routine bacteriological examina- 
tions of all persons in contact with the young inmates is 
an essential preventive measure. V. Reade 
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310. Oxford Epidemic of Bornholm Disease, 1951 

J. F. Warin, J. B. M. Davies, F. K. SANDERS, and A. D. 
Vizoso. British Medical Journal [Brit. med. J. 1, 
1345-1351, June 20, 1953. 3 figs., 26 refs. 


During September and October, 1951, an epidemic of 
Bornholm disease, mainly affecting school-children and 
their parents, occurred in Oxford, and was investigated 
by the City’s Health Department. The incubation 
period was generally between 2 and 5 days, although in 
some instances a longer period—9 to 13 days—was 
observed. One-third of the cases occurred as the only 
one in a household. 

The most characteristic symptom of the disease was a 
severe gripping pain, spasmodic in nature, in the ab- 
domen or chest, or in both. It was important to differen- 
tiate the abdominal pain from acute appendicitis in 
children. Pleural friction was heard in only 2 of the 
cases in which there was chest pain, but only a few patients 
were examined in the acute phase of the illness. Severe 
headache occurred in one-third of the cases and was 
either a spasmodic frontal pain, or appeared late in the 
disease as a constant occipital pain. In 28 of the patients 
with a constant headache there was also photophobia 
and in 16 stiffness of the neck suggesting meningitis; 
the 7 proved cases of benign meningitis, confirmed by 
lumbar puncture, occurred in this group. Orchitis 
occurred in 3 patients 2 weeks after the onset of the 
disease. In three-quarters of the 262 cases investigated 
out of a known total of 277 (although probably many 
more individuals with only a mild attack did not seek 
medical advice) the illness lasted one week or less, 
but relapses frequently occurred either early—that is, 
within a few days—or about one month after the origi- 
nal attack. 

In laboratory investigations carried out at the Uni- 
versity of Oxford a Group-B Coxsackie virus was isolated 
from 6 out of 17 specimens of faeces obtained during the 
first week of illness. Suspensions of faecal material 
inoculated intramuscularly into infant mice produced 
illness and lesions of the brain and viscera. Virus 
isolation was unsuccessful from the few specimens of 
blood and cerebrospinal fluid and throat swabs tested. 
Paired specimens of serum taken from 13 patients in the 
acute and convalescent stages were examined for neutra- 
lizing antibodies; a clear-cut rise in titre was demon- 
strable in 8 cases, and a high titre was present in both 
specimens in 5 cases. It is stated that further tests are in 
progress to determine whether the Oxford virus belongs 
to any of the four known Group-B antigenic types, as it 
does not belong to the same immunological type as the 
Conn.-5 virus. Preliminary results indicate that it is not 
identical, thus providing clear evidence that more than 
one immunological type of virus may be concerned in 
Bornholm disease. D. Geraint James 


Industrial Medicine 


311. Whale Finger and Seal Finger: their Relation to 
Erysipeloid 

F. K. M. HILLensrRAND. Lancet [Lancet] 1, 680-681, 
April 4, 1953. 18 refs. 


In this short paper from the Falkland Islands the 
author reviews some of the literature on erysipeloid 
(Baker—Rosenbach) and discusses his experience of hand 
infections in workers in the whaling and sealing industries 
in South Georgia, the Falkland Islands, and in the 
Antarctic. 

The terms “* whale finger ’’ and “* seal finger ’’ are used 
locally to describe the infective lesions which occur as 
occupational hazards. In the whaling industry most 
hand infections are digital and are caused by minor cuts 
and abrasions from the handling of frayed steel ropes to 
which cling fragments of whale meat. Among sealers 
infections develop following cuts from the knife used in 
dealing with carcasses. 

The author analyses 66 cases of infection of the hands, 
chiefly following lesions on the volar surface of the index 
and middle fingers, which were seen between April, 1950, 
and March, 1951. Of 60 cases among whalers, 41 were 
of cellulitis and 9 of erysipeloid, while of 6 cases in sealers 
2 were of erysipeloid. In 3 instances cellulitis and erysi- 
peloid were found in the same patient. The author 
believes that there would have been further cases of 
erysipeloid if cellulitis had not been promptly treated 
when it occurred. 

From observation in 4 cases the incubation period for 
erysipeloid was considered to be 2 to 3 days. No 
spread to other fingers was observed, nor was any 
generalized or intestinal form of erysipeloid seen. One 
case was complicated by cubital lymphadenitis and one 
by septic arthritis. The author’s facilities for bacterio- 
logical investigation were very limited; in no case was 
Erysipelothrix rhusiopathiae isolated. 

Treatment in early cases consisted in immobilization 
and local application of 30% mercury ointment, penicillin 
being reserved for cases with complications. 

Benjamin Schwartz 


312. Occupational. Deafness among Textile Workers. 
(La sordita professionale nei lavoratori delle industrie 
tessili) 

G. MaAnciotr and G. PEsTALozzA. Medicina del 
lavoro (Med. d. Lavoro] 44, 134-142, March, 1953. 
3 figs., 12 refs. 


An investigation was carried out into the incidence of 
deafness among workers employed in the weaving sheds 
of 3 Milan textile factories and exposed to noise ranging 
between 96 and 102 db. in intensity. Of 96 workers 
examined, 77 had no signs of middle-ear deafness, but 
showed the well-known picture of occupational nerve 
deafness. In early cases a dip occurred in the audiogram 
at 4,096 c.p.s., and all audiograms showed a downward 
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slope from 2,048 c.p.s. onwards. The element of fatigue 
was clearly shown in the difference between the acuity 
of hearing when the test was made before work started 
in the morning and that found in the same subject at 
the end of the day. This was very marked in recruits to 
the industry, although the audiogram returned almost 
to normal after 12 hours’ rest. Workers who had been 
in the industry for many years showed a fatigue element 
as well as a permanent loss of hearing for high tones. 
The noise in weaving sheds can be greatly reduced by 
improvements in design, but since these are unlikely to 
be widely introduced the authors recommend the indivi- 
dual protection of workers by means of a low-pass filter. 
For this purpose they have designed a soft rubber meatal 
insert with a mushroom-shaped plastic-tube core. The 
use of this, they claim, would greatly reduce the damage 
to the cochlea. ~ S. A. Beards 


313. Noise and Audiometric Histories Resulting from 
Cotton Textile Operations 

J. R. Cox, R. H. Mansur, and C. R. WILLIAMS. Archives 
of Industrial Hygiene and Occupational Medicine [Arch. 
industr. Hyg.) 8, 36-47, April 30, 1953. 9 figs. 


The effects on hearing of exposure to noise were 
studied in employees of a cotton textile mill in which, 
since 1950, audiometric examinations have been made as 
a routine before engagement. A total of 54 subjects 
whose initial audiogram was normal were selected and 
retested 15 minutes and again 40 hours after ceasing 
work; 18 of these worked in the weaving rooms, where 
the average background noise was 92 db., and 20 in 
the spinning rooms, where the average background 
noise was 85 db., the remaining 16 acting as a control 
group. The period of employment was in no case longer 
than 2 years. 

No significant loss of hearing was found at frequencies 
below 4,000 c.p.s. among the weavers and spinners, but 
at that level weavers showed an average loss of 16 db. 
15 minutes after ceasing work, and of 8 db. 40 hours 
after ceasing work. The spinners, exposed to less noise, 
showed an average loss of 7 db. 15 minutes after leaving 
work, with recovery almost to the control level after 
40 hours respite from noise. ; 

[The correction, derived from the audiograms of the 
control group and applied to those of the weavers and 
spinners, for differences in background noise during the 
three tests does not compensate for the very unfavourable 
conditions under which the tests were performed; 
moreover, the small size of the groups does not permit 
significant conclusions to be drawn from average findings. 
The paper therefore does not add very much to our 
knowledge of the subject.] T. A. Clarke 


Correction—We regret an error in the issue for January, 1953, 
Abstract 272. The dose of sodium thiosulphate administered was 
30 grains, not 30 mg. as stated.—[Eo1Tor]. 
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Anaesthetics 


314. Artificial Hibernation in Surgery. (Considéra- 
tions sur hibernation artificielle en chirurgie) 

J. SENEQUE and P. HUGUENARD. Mémoires del’ Académie 
de chirurgie [Mém. Acad. Chir. (Paris)| 79, 376-380, 
May 6-13, 1953. 


The authors discuss the indications for, and contra- 
indications to, refrigeration anaesthesia, and report their 
results in a series of 85 cases. In view of the novelty of 
the technique, its use has been mostly restricted to cases of 
advanced carcinoma (56, almost all of the digestive tract) 
and of major operation on cachectic patients (29). The 
average age of the patients was 63 years, and the highest 
mortality occurred in the 70—80 age group. The total 
number of deaths was 26, and most of these occurred 
soon after re-heating (9) or much later (8); a short 
summary is given of the clinical details of each of these 
cases and, apart from one possible ‘exception, the refri- 
geration technique is thought to have played no part in 
causing death. On the other hand 59 patients survived 
despite the ultra-radical and even heroic nature of the 
operations performed. Particular benefit has been noted 
in cases of cardiac dysfunction. Michael Kerr 


315. Controlled Hypotension. A Study on Arfonad 
(RO 2-2222] 

M. S. Sapove, G. M. WYANT, and G. GLEAVE. Anaes- 
thesia [Anaesthesia] 8, 175-181, July, 1953. 2 figs., 
4 refs. 


The new hypotensive drug “ arfonad ’’ (RO 2-2222), 
a thiophanium derivative, was subjected to laboratory 
tests and clinical trials in some 60 cases at the Veterans 
Administration Hospital, Hines, Illinois. It was con- 
sidered that a short-acting drug with which it would be 
possible to retain continuous control of the degree of 
hypotension would have certain advantages over the 
methonium compounds, provided it did not possess 
undesirable side-effects. The hypotension produced by 
arfonad is partially due to arteriolar dilatation and 
ganglionic block, but there may be other factors con- 
cerned also. The vasodepressor effects are abolished by 
vasopressor drugs, and under general anaesthesia the 
initial fall in blood pressure is controllable, being depen- 
dent upon the rate of administration and concentration 
of arfonad; the blood pressure rises in a few minutes 
after the drug is discontinued. 

Arfonad was administered as a 0-1°%% intravenous 
infusion, an initial rate of 40 to 60 drops per minute being 
given. In patients with a normal blood pressure a fall 
in pressure to between 70 and 80 mm. Hg was attained. 
The effect of posture was similar to that with the metho- 
nium compounds, but the authors did not employ the 
head-up position, considering this to be hazardous 
because of the risk of cerebral ischaemia. The rate of 
elimination of arfonad is unknown but is probably 
high. One patient in this series developed jaundice, and 


it is considered that the induction of hypotension should 
be avoided in patients with liver dysfunction. 

From this limited experience the authors conclude 
that arfonad represents a definite advance over the 
methonium compounds, as a minute-to-minute control 
over the degree of hypotension is possible. In their 
opinion the main indications for use of the drug are in 
(1) neurosurgery, (2) peripheral vascular surgery, 
(3) removal of vascular tumours, such as hypernephroma, 
(4) operations associated with severe blood loss, and 
(5) patients with rare blood-group combinations for 
whom an adequate amount of replacement blood is 
difficult to obtain. 

In conclusion, it is emphasized by the authors that 
arfonad is a new drug, still in the investigative stage, and 
much more information as to its possible disadvantages 
must be accumulated before its merits can be finally 
assessed. A. M. Hutton 


316. Management of Anaesthesia of the Severely 
Burned Patient 

J. R. Roox. Lancet [Lancet] 1, 1214-1218, June 20, 
1953. 3 figs., 5 refs. 


This discussion of the methods of anaesthesia to be 
used in cases of severe burns is based on experience in 
such cases at the Birmingham Accident Hospital during 
the 5 years 1948-53. It is pointed out that the patient is 
often very ill, with a high temperature and a raised pulse 
rate, when he comes to operation, his condition having 
deteriorated during the 2 or 3 weeks which must elapse 
before the wound is ready for skin grafting. Operation 
should not be postponed on this account, however, as 
further deterioration is likely; nor should it be post- 
poned because of developing chest infection, though 
postponement may be necessary if the infection has 
already reached its height. 

Endotracheal intubation should be avoided in 
children whenever possible because of the danger of 
laryngitis and oedema of the glottis. Adults are best 
lightly anaesthetized with nitrous oxide and oxygen, 
thiopentone, and pethidine, together with a muscle 
relaxant. During the grafting operation a blood trans- 
fusion is essential to replace the volume of blood lost. 
If both the chest and abdomen are bandaged, the patient 
should be retained in the theatre at the end of the opera- 
tion for at least 10 minutes in case cyanosis should 
develop following the withdrawal of the anaesthetic 
with its high oxygen content. During operations on 
extensive burns the patient is almost completely un- 
covered, so that there is a considerable fall in body 
temperature and his condition may deteriorate con- 
siderably as consciousness is regained, with shivering and 
cyanosis. On return to the ward, therefore, in addition 
to being covered with blankets the patient should be 
placed in an oxygen tent. A. M. Hutton 
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Radiology 


RADIODIAGNOSIS 


317. Angiography after Cerebral Vascular Accidents. 
(Uber die Angiographie bei zerebralen Insulten) 

P. MirKa. Fortschritte auf dem Gebiete der Ront- 
genstrahlen [Fortschr. Roéntgenstr.| 78, 647-656, June, 
1953. 8 figs. 


This study of the use and results of arteriography after 
apoplectic attacks is reported from the Nervenheilanstalt, 
Rosenhiigel, Vienna. [The total number of cases is not 
stated.] The contrast medium was injected in 35% solu- 
tion into the carotid artery through the intact skin 
following the administration of the usual premedication 
drugs or of | g. of potassium bromide. Two injections 
of 10 ml. each were given for the lateral view, and one 
for the antero-posterior view: each arteriogram was 
followed by one or two phlebograms. The undesirable 
complications of the injection were, exceptionally, urti- 
caria and, more frequently, collapse, which the author 
attributes to vascular spasm; 2 patients developed tran- 
sient hemiplegia, and one patient died a few days after 
the injection. 

The arteriogram occasionally revealed cerebral tumour, 
aneurysm, or subdural haematoma which had not been 
diagnosed clinically as the cause of the cerebral condition. 
In the author’s opinion vascular occlusion should not be 
diagnosed unless it recurs on at least two consecutive 
arteriograms and is seen on all the radiographs. It was 
impossible to distinguish radiologically between cere- 
bral arteriosclerosis and other vascular conditions due to 
syphilis or Buerger’s disease. The vascular changes 
responsible for the incident could generally be observed 
in the cervical part of the internal carotid, in the carotid 
siphon, or in the intracranial branches of the internal 
carotid artery, these changes being described in detail. 
Lastly, in some cases old, large, regressive foci of en- 
cephalomalacia could be detected on the phlebogram. 

A. Orley 


318. A New Technique of Bronchography: ‘‘ Lipiodol ”’ 
Vaporization. (Une nouvelle technique de broncho- 
graphie: la vaporisation de lipiodol) 

J. GIRARD, J. P. GRILLIAT, R. SENOT, and P. FAUCOMPRE. 
Presse médicale (Presse méd.] 61, 914-916, June 24, 1953. 
10 figs., 37 refs. 


The technique employed by the authors at the Tuber- 
culosis Clinic, University of Nancy, for carrying out 
bronchography with vaporized iodized oil (‘* lipiodol *’) 
is described. An ordinary vaporizer is used in which 
a mixture of heavy and light lipiodol is subjected to a 
pressure of 500 g. per sq. cm., this producing particles of 
!:piodol varying in size between 8 and 25u. After the 
usual premedication, given some 15 minutes earlier, 
@ catheter is passed down the trachea to the level of 
the aortic knuckle through either the nose or the 
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mouth with the patient lying on an x-ray table, and the 
tube is connected to the vaporizer. The apparatus 
delivers 1 ml. in 15 seconds and after each ml. the patient 
is moved to a different position, as in carrying out a 
bronchogram by the usual technique. The whole pro- 
cedure takes a maximum of 3 minutes and the films are 
exposed immediately. Screening control is unnecessary. 
An excellent outline of the bronchial tree is obtained. 
The greater part of the lipiodol is eliminated within a 
few hours, although some may remain in the alveoli for 
4 to 6 weeks. The authors claim that by this method 
the toxic effects of iodine are minimized, ventilatory 
function is preserved during the procedure, and there 
is no risk of the development of iodine intolerance. 
Further, as the procedure causes the minimum of shock 
it is possible to carry out the examination on old and very 
sick patients with very little cooperation on their part. 
John H. L. Conway-Hughes 


319. The Radiological 
Disease 

J. Kaye, M. J. MEYER, B. VAN LINGEN, M. MCGREGOR, 
and J. L. Braupo. British Journal of Radiology {Brit. 
J. Radiol.| 26, 242-251, May, 1953. 7 figs., 15 refs. 

An investigation was undertaken at the Johannesburg 
Hospital and University of the Witwatersrand in an 
attempt to determine the relative value of four of the 
recognized radiological features of left auricular enlarge- 
ment, alone or in various combinations, together with 
other radiological findings that could be of assistance in 
establishing the diagnosis of mitral-valve disease. The 
study was based on a series of 100 cases of mitral stenosis 
and an equal number of controls, the latter consisting 
of 62 subjects without evidence of cardiovascular disease 
and 38 patients with heart disease other than mitral. 

The authors found that the likelihood of mitral disease 
increased considerably when more than one of the four 
features was present, and was virtually certain when all 
four were present. 

[This article is well presented and is a useful contribu- 
tion to the assessment of radiological findings in mitral 
disease. The abstracter fully supports the authors in 
disagreeing with the dictum that normal appearances 
with a barium swallow exclude the possibility of mitral 
stenosis. ] Sydney J. Hinds 


Diagnosis of Mitral Valve 


320. Duodenal Stenosis due to Arterial Compression. 
(Sulle stenosi duodenali da compasso arterioso) 

F. FuGazzoia. Radiologia medica [Radiol. med. 
(Torino)] 39, 451-462, May, 1953. 22 figs., 12 refs. 


The author points out that duodenal stenosis, which is 
most commonly due to congenital malformations or to 
‘such acquired conditions as periduodenitis, tumours, and 
foreign bodies, may also be due to compression of the 
third part of the duodenum between the superior mesen- 


ld 

je 
he 
ol 
sir 
in 
a, 
nd 
or 

is 
at 
nd 
lly 
ely 
20, 

be 

in 
ing 
t is 
lse 
ing 
pse 
ion 

as 
igh 
nas 

in 

of 
est 
en, 
scle 
ins- 
ost. 
lent 
era- 
yuld 
etic 

on 
un- 
ody 
and 
tion 
| be 
mn 

| 


92 RADIOLOGY 


teric artery (or more rarely the median colic artery) and 
the aorta. Inflammation in the mesenteric root and 
neuromuscular factors in the visceral walls contribute to 
the onset of stenotic symptoms in such cases. 

The radiological appearances in the stomach and 
duodenum are described, with special reference to dilata- 
tion and atony, and it is emphasized that very careful 
examination is required to demonstrate this type of 
stenosis radiologically, as the changes may be of minor 
degree even in the presence of severe symptoms. Im- 
portant points which help to differentiate it from stenosis 
due to neoplasm or to extrinsic pressure are that the 
mucosa remains intact and that at the site of the stenosis 
the mucosal folds are almost parallel. Stenosis due to 
congenital abnormalities in the bowel can be readily 
distinguished. Relief of the obstruction when the patient 
is placed in the genupectoral position is a useful diagnostic 
sign, but may be absent in some cases in which super- 
imposed local inflammation is the precipitating cause of 
the stenosis. R. V. Dan 


’ 321. The Roentgen Findings in Neuroblastoma 
R. S. SHERMAN and R. LEAMING. Radiology [Radiology] 
60, 837-849, June, 1953. 15 figs., 4 refs. 


In this paper from the Memorial Center Hospital, 
New York, 50 cases of histologically proved neuro- 
blastoma are reviewed with reference to the x-ray 
appearances. The patients were all infants or children, 
their average age being 4 years. 

The primary tumour generally occurs in the abdomen, 
and in this series radiological evidence of a mass in the 
adrenal area was found in 20 (40°) of the cases; of these 
about half (9 cases) showed calcification within the 
tumour mass. In 10 cases (20°%) the tumour was within 
the thorax. Bone metastases occurred in 37 (74%) of 
the cases, and these tended to conform to a pattern 
sufficiently distinctive to make the diagnosis reasonably 
certain to the radiologist familiar with it. In 26 (70% 
of these 37 cases more than one bone was involved. 
Most lesions were bilateral and symmetrically disposed 
with respect to the bones involved; these were the 
femur most often, with the humerus, pelvis, and skull 
next in frequency. The lesions were, in the main, 
osteolytic, affecting the medullary cavity and eroding 
the cortex of the diaphysis or metaphysis; the epiphyses 
were not involved. Bone production was noted in some 
cases, and where periosteal reaction occurred the 
appearances closely simulated those of osteogenic sar- 
coma. The most distinctive appearances occurred in 
the skull, where gaping of sutures and extensive irregular 
patches of bone loss alternated with areas of increased 
density. 

The rapid development of the bony metastases, which 
may progress substantially in a few weeks, is stressed. 
Irradiation results in a temporary cessation of growth, 
with sclerosis. Secondary growths in the lungs are 
multiple and radiologically poorly defined, but these also 
yield to x-ray treatment. The authors discuss the 
differential diagnosis from Wilms’s tumour, leukaemia, 
lymphosarcoma, Hodgkin’s disease, and primary bone 
tumours. They consider that a pyelogram will help to 


differentiate the extrinsic neuroblastoma from the 
intrinsic Wilms’s tumour in cases where the clinical 
pictures are very similar. They conclude by urging that 
the radiologist should always consider a diagnosis of 
neuroblastoma in a young patient presenting with an 
abdominal swelling, adenopathy, an orbital or ocular 
tumour, and evidence of bone involvement. 
A. M. Rackow 


322. Thorium Deposits in the Liver Demonstrated during 
Life 

M. C. BERENBAUM and C. A. BircH. Lancet [Lancet] 
2, 852-855, Oct. 24, 1953. 4 figs., 40 refs. 


323. Visualization of the Common Duct during Chole- 
cystography: its Significance 

M. D. Sacus. American Journal of Roentgenology, 
Radium Therapy and Nuclear Medicine [Amer. J. Roent- 
genol.] 69, 745-768, May, 1953. 20 figs., bibliography. 


The author points out that many patients who are 
reported as having “* a norma! functioning gall-bladder ”’ 
subsequently undergo cholecystectomy with the removal 
of a normal gall-bladder and no relief of their symptoms. 
It was with these patients in mind that the investigation 
described was carried out. 

Experiments with vagus stimulation were performed, 
with the following findings. Strong vagus stimulation 
causes considerable contraction of the gall-bladder and 
spasm of the sphincter of Oddi, corresponding to hyper- 
kinetic dyskinesia. With moderate stimulation gall- 
bladder contraction is less vigorous and there is increased 
ampullary tone resulting in rapid emptying, this cor- 
responding to hypertonic dyskinesia. With weak stimu- 
lation there is contraction of the gail-bladder together 
with relaxation of the ampulla of Vater. 

Evacuation of the gall-bladder was found to occur in 
three or more phases. In the first there are vigorous 
rhythmical contractions lasting as long as 45 minutes, 
and the gall-bladder decreases to between 25 and 50% 
of its original size. There is then a resting phase of 
60 to 90 minutes. Refilling then occurs and is followed 
by a further contraction period. The cycle repeats itself 
for a period of 3 to 6 hours. 

In visualization studies priodax’’ (pheniodol) was 
used as the contrast medium. It was thought that the 
common duct would be visualized more frequently if a 
drug having the property of constricting the sphincter 
of Oddi was administered before a fatty meal. Morphine 
sulphate, gr. 1/6 (11 mg.), was given to 89 patients, but 
in no case was the cystic or common duct visualized, 
concentration in the gall-bladder being increased owing 
to spasm of the sphincter of Oddi. When neostigmine 
was tried the common duct was visible in 8 to 15 minutes 
in the majority of cases. Radiographs were taken at 


8, 15, and 25 minutes and again at 3 and 6 hours to 
study the degree of evacuation. With marked ulcer 
activity the sphincter of Oddi went into spasm, permitting 
visualization not only of the common and cystic ducts 
but also of the common hepatic duct. If this is allowed 
to persist fibrosis will occur with dilatation of the proximal 
common duct. An antispasmodic—magnesium sulphate 
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—will show how much of the narrowing is due to spasm 
and how much to fibrosis. In pancreatitis the gall- 
bladder may be distended, emptying is delayed, and 
narrowing of the pancreatic segment of the common duct 
may be seen. John H. L. Conway-Hughes 


See also Gastroenterology, Abstract 121. 


RADIOTHERAPY 


324. Radiation Nephritis 
R. W. Luxton. Quarterly Journal of Medicine [Quart. 
J. Med.) 22, 215-242, April, 1953. 7 figs., 14 refs. 


This is a report on 27 cases of x-ray nephritis following 
abdominal radiotherapy for testicular tumours at the 
Christie Hospital and Holt Radium Institute, Manchester. 
An alteration in the technique of treatment for seminoma 
was made in 1948 whereby an even wider field was used, 
involving the irradiation of the whole of both kidneys, 
and the cases now reported occurred among the 137 
patients so treated. 

Acute symptoms developed within 6 to 12 months 
of irradiation in 13 of the patients, of whom 5 died, the 
survivors showing signs of chronic nephritis; in 12 others 
there was evidence of renal damage but without serious 
symptoms, 7 having signs of chronic glomerulonephritis, 
4 benign hypertension, and one simple albuminuria, 
while the remaining 2 patients developed fulminating 
malignant hypertension at long intervals after radio- 
therapy. A detailed account is given of the signs and 
symptoms occurring in each group, and individual case 
reports (with the findings on post-mortem examination 
in 4 cases) are appended. 

In the 12 cases of acute radiation nephritis there 
was a latent period of 6 to 12 months after the start of 
irradiation, followed by the gradual onset of signs and 
symptoms, the main features being oedema, urinary 
changes, hypertension, anaemia, cardiac enlargement, 
headache, retinitis, dyspnoea, nausea, vomiting, lassitude, 
nocturia, and drenching sweats. Death occurred within 
5 months in 4 cases and after 12 months in one, and was 
due to left ventricular failure, congestive heart failure, 
hypertensive encephalopathy, and uraemia. The 8 
remaining patients began to improve after about 6 months, 
but were left with signs closely resembling those of 
chronic glomerulonephritis—hypertension, albuminuria, 
anaemia, and impairment of renal function. In the 
7 cases in which the signs of chronic radiation nephritis 
developed insidiously without symptoms they were 
discovered on routine examination 18 months to 4 years 
after radiotherapy, but may have been present earlier. 
Study of radiographs of the chest in the 4 cases in which 
hypertension alone developed suggested that it came 
on some 8 months after irradiation. The 2 patients who 
developed malignant hypertension did so 18 and 24 
months respectively after treatment, and both died within 
7 weeks of the onset of symptoms. At necropsy wide- 
spread fibrosis between atrophic tubules was found, with 
damage to almost all the glomeruli and fibrinoid necrotic 
lesions of the arterioles. 


The suggestion is made that the fact that a single 
known cause may give rise to the variety of clinical 
manifestations of radiation nephritis gives support to 
the hypothesis of a common basis for the various types 
of nephritis and renal hypertension. 

D. Waldron Smithers 


325. The Use of Radioactive Colloidal Gold in the 
Treatment of Serous Effusions of Neoplastic Origin 

J. P. StoraAasui, F. J. Bonte, D. P. KING, and H. L. 
FRIEDELL. Surgery, Gynecology and Obstetrics [Surg. 
Gynec. Obstet.| 96, 707-710, June, 1953. 3 refs. 


The use of radioactive gold (198Au) in the treatment, 
at the University Hospitals (Western Reserve University 
School of Medicine), Cleveland, Ohio, of 13 cases of 
malignant peritoneal effusion and 6 of malignant pleural 
effusion is described. 198Au emits f particles and 
y rays of relatively low energy, and has a half-life of 
2:7 days. When introduced into a serous cavity it is 
deposited more or less uniformly on the surface of the 
membrane. 

The procedure used in the treatment of malignant 
ascites with 1°8Au is as follows. Paracentesis is per- 
formed and a rubber catheter is inserted and tested for 
patency. A dose of 75 to 125 mc. of !%8Au in colloidal 
suspension mixed with 250 ml. of saline is then allowed 
to run rapidly into the cavity, the catheter withdrawn, 
and the wound sealed to prevent leakages. To ensure 
uniform distribution of the isotope the patient’s position 
is changed several times during the next 4 hours. A 
similar technique is employed for pleural effusions, a 
lower dose (35 to 75 mc.) of the radioactive material 
being used because of the smaller size of the cavity. 
Precautions against exposure to radioactivity are taken 
by the attendants during the operation and in subsequent 
nursing. 

Of the 13 cases of ascites, a good response was ob- 
tained and accumulation of fluid slowed or stopped 
in 7, and a poor response in 6. The response in cases of 
pleural effusion was good on the whole, though all these 
patients were in very poor general condition. The 
authors emphasize that the value of this treatment lies 
in the reduction in the frequency of paracentesis rather 
than in the prolongation of life. This is only to be 
expected, as the penetration of the radiation, which comes 
largely from the f particles, is low and cannot influence 
large tumour masses. In this way the method is inferior 
to x-ray therapy, but it has the very great advantage 
that the dose, which is considered to be of the order of 
2,000 r.e.p., can be given in one treatment and is also more 
selective. 

The only serious side-effects observed by the authors 
were rapid sudden accumulation of fluid following ad- 
ministration of the gold, and radiation sickness. The 
latter was controlled with vitamin B and was not so 
severe as that which occurs with a comparable dose of 
xrays. In 10 of these 19 patients the primary carcinoma 
was in the ovary, and it is in such cases that the best 
results seem to be obtained. R. D. S. Rhys-Lewis 


See also The Breast, Abstract 288. ° 
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326. Medicine and the Crown 
E. A. UNpberwoop. British Medical Journal [Brit. 
med. J.) 1, 1185-1191, May 30, 1953. 5 figs. 


From Saxon times throughout the Middle Ages various 
English sovereigns founded hospitals, lazar-houses, and 
homes for the destitute. In this paper the author 
describes such foundations and traces the gradual change 
in the character of these institutions—a change largely 
due to the steady decline in the numbers of lepers—which 
led to the evolution of the modern pattern of general 
hospital. Much is told of the foundation of “* Bart’s ’’, 
St. Thomas’s, the Bridewell, and other hospitals, and an 
interesting account is given of the personal interest taken 
by various sovereigns in the practice and organization of 
medicine—an interest closely linked with the rise of the 
City Companies of Barbers, Surgeons, Apothecaries, 
and Physicians and their evolution, under continued royal 
patronage, into the modern Royal Colleges. Light is 
thrown on royal interest in the publication of medical 
works, such as those of Vesalius and Geminus, and the 
active intervention of the Crown in matters of public 
health, quarantine, and plague control, including the 
Royal Touch, is described. Calvin P. B. Wells 


327. The Heart Scarab of the Ancient Egyptians 
S. RopBARD. American Heart Journal [Amer. Heart. J.} 
45, 918-924, June, 1953. 3 figs., 18 refs. 


During long periods of Egyptian history it was part of 
the ritual of mummification to remove the viscera and 
to replace the heart by a stone carved in the form of a 
scarabaeus beetle. These heart scarabs appeared as 
early as 1700 B.c. and became common between 1580 
and 1150 B.c. In other periods the scarab was placed on 
a necklace or painted on the sarcophagus. The practice 
has been variously explained as being due: (1) to the 
supposition that the scarab was to act as a spare or sub- 
stitute heart in case of loss of the original; (2) that it 
was an expression of the Ka, that is, that it represented 
not the single organ but the whole person or spirit of the 
deceased; (3) that the heart scarab had the power of 
restoring life on the day of resurrection. In this last 
connexion it is pointed out that the Egyptian word for 
scarab, kheper, meant “ being” or becoming”. The 
heart was regarded by the Egyptians as the centre for 
conscience, memory, thought, and wisdom and as the 
seat of the emotions, and its activity was therefore 
synonymous with life. 

The scarab was a common and highly significant 
symbol in Egyptian religion, and was used as a seal and 
for talismanic and funerary purposes from the earliest 
times. It was thought that the young beetles were 
generated spontaneously from dust, a belief which was 
apparently based on observation of the way in which this 
insect rolls up balls of excrementous matter and dust 
(in which we now know the female lays her eggs). Thus 
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the beetle became the symbol and hieroglyph for virility, 
generation, and new life. A supposed similarity 
between the way in which the sun rolls across the sky 
and the behaviour of the scarab in rolling its ball of dung 
led to its being identified with the sun-god, Ra. The 
author now suggests that the ancient embalmers sub- 
stituted the scarab for the heart because they had ob- 
served the superficial similarity between the dorsum of 
the scarab and the ventral appearance of the human 
heart. The obverse of the scarabs was commonly in- 
scribed with magical spells relating to the ceremony of 
the Weighing of the Heart against the feather of truth at 
the last judgment (a scene depicted in one of the illustra- 
tions to this article). The theory is advanced that some 
of the incantations carved on scarabs were designed to 
prevent the heart from acting as a “ lie detector ”’ at this 
crucial moment. The author concludes with the 
observation that in view of the vast number of embalm- 
ings carried out in ancient Egypt it is surprising that so 
little apparently was learned about the heart and its 
diseases. W. J. Bishop 


328. A Probable Case of Peptic Ulcer as Described by 
Amatus Lusitanus (1556) 

J. O. Letpowirz. Bulletin of the History of Medicine 
[Bull. Hist. Med.| 27, 212-216, May-June, 1953. 6 refs. 


By the late 19th century the symptoms of peptic 
ulceration were well defined and the condition was 
recognized as occurring frequently. Throughout the 
preceding three centuries many reports suggestive of this 
condition had appeared, but their authors did not know 
that they were describing a common clinical entity, 
regarding their findings as abnormal manifestations of 
other diseases or as curiosities. However, Amatus 
Lusitanus in his Curationum medicinalium  centuriae 
Ill et IV (Lyons, 1556), outlined a history strongly 
indicative of peptic ulceration which is remarkable for 
its attendant observations on aetiology and treatment. 
His patient was the Jewish scholar Azaria dei Rossi, who 
consulted Amatus in 1548 after a chance meeting in a 
bookshop. The asthenic Azaria had many of the symp- 
toms of ulcer [see comment below], and was treated 
and cured in 4 months. Such habits in his daily life as 
were responsible for his condition were modified, his 
lecturing was restricted, more rest was advised, and his 
mental labours were reduced. The diet prescribed was 
one of soft foods, spices and fried dishes being forbidden. 
Heat to the abdomen and bathing completed the regimen. 

[Lest this case should be regarded as a classic in the 
history of the disease, the word ‘* probable ”’ used in the 
title of the article should be emphasized. Asthenic 
constitution, abdominal rumblings, night hunger, chest 
constriction, increase of pain when the patient lay on his 
left side, and urina spastica give only partial support to 
a diagnosis of ulceration. That the disease was cured 
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by dieting is srggestive evidence, but how many 
physicians prescribe lettuce, grapes, and nuts? Again, 
how valuable is a treatment for a specific disease that 
includes the wearing of silk bags full of aromatic sub- 
stances or massage of the stomach with oil of roses? 
This well-presented paper would have been improved by 
the inclusion of the text and translation of Amatus’s 
Curatio 42; this would indeed have helped the lazy 
historian and the worker who is out of contact with rare 
medical works.] T. Marmion 


329. Medical Care and Social Policy in Seventeenth 
Century England 

G. Rosen. Bulletin of the New York Academy of 
Medicine (Bull. N.Y. Acad. Med.] 29, 420-437, May, 
1953. Bibliography. 


Under the comprehensive Elizabethan Poor Act of 
1601 responsibility for the destitute was laid upon the 
parishes. While medical care was not specifically men- 
tioned, relief was to be given to the ** lame, impotent, old, 
and blind ’’, and in time this was expanded in practice 
to include the provision of medical and nursing care. 
After the Civil War a change occurred in the attitude 
towards the problem of poverty, for Puritan philosophy 
regarded destitution as a disgraceful social disease. 
The individual’s crime of poverty, however, was dis- 
covered to be a potential source of profit to the State, 
and various measures for utilizing the labour of the 
poor were proposed during the Commonwealth and 
Restoration. Some of the advocates of such schemes 
were aware of the health needs of the poor. In 1641 
Samuel Hartlib wrote of a Utopia in which the parish 
priests were also trained as physicians. Later he advo- 
cated the institution of a labour exchange and a register of 
doctors willing to give gratuitous treatment, while 
politicians of both the left and the right wings of the 
Puritan movement pleaded for a free medical service for 
the poor. In 1648 William Petty published a book in 
which he outlined several schemes for educational 
reform, including establishment of a teaching hospital 
fully equipped with an anatomy theatre, chemistry 
laboratory, apothecary’s shop, garden, and library. 
It was William Petty, with his combination of utilitarian- 
ism, commercial drive, and experimental philosophy, 
who characterized best the new approach to social 
problems. His friend John Graunt was the pioneer of 
vital statistics, but it was left to Petty to pursue the social 
significance of those studies. In advocating the full 
development of natural resources, he urged the creation 
of conditions which would promote health, prevent 
disease, and render medical care easily accessible. He 
pointed out that it was the duty of the State to foster 
medical progress and insisted on the importance of the 
hospital in training doctors and furthering medical 
research. In 1687 he asked for a Council of Health for 
dealing with the plague, epidemic diseases, maternity, 
foundlings, and houses of correction. He also undertook 


to calculate the economic loss due to disease and the 

number of physicians the country required. 
Unfortunately, however, for the proposals of Petty 

and his followers to be put into effect, strong centralized 


control over a_ well-developed local administrative 
machinery was needed, and in the 18th century local 
government was increasingly becoming a matter of local 
initiative and England was deprived of any uniform 
social policy. Under the Poor Law the parish had 
come to assume considerable responsibilities. Contracts 
were made with local practitioners to undertake the 
medical services, and although arrangements as to the 
extent of duties and remuneration varied from parish to 
parish, a pattern was evolved which influenced the line 
that subsequent organization of medical relief in the 19th 
century was to follow. Primarily, however, the parish’s 
interest in public health arose out of the other aspect of 
the problem of the poor—the desire to put them to work. 
With the beginning of industrial expansion the workhouse 
experiment was tried, and while it failed to deal ade- 
quately with poverty, it led to the development of plans 
for the medical relief of the poor. The 18th century also 
witnessed the creation of dispensaries, general hospitals, 
and special hospitals, the impetus coming chiefly from 
private initiative and charity. Throughout this period 
parliamentary action was generally undertaken on pre- 
viously established local programmes, so that gradually a 
new theory of social action emerged. But it was during 
the 17th century that the basis of this order was created 
and English social policy in relation to medical care first 
began to assume modern form. 

[This is a valuable and interesting article on a somewhat 
neglected subject.] Ruth Hodgkinson 


330. Bernardino Ramazzini and Peter Johann Frank, 
Two Pioneers of Preventive Medicine. (Bernardino 
Ramazzini und Peter Johann Frank, zwei Pioniere der 
prophylaktischen Medizin) 

E. BerGHorr. Mitteilungen der Osterreichischen Sani- 
tdtsverwaltung. [Mitt. dst. SanitVerwalt.] 54, 132-134, 
May 15, 1953. 


An Italian, Ramazzini, and a German, Frank, may be 
said between them to have laid the foundations for the 
systematic development of the science of preventive 
medicine. Ramazzini was born in 1633; he worked 
first as a town medical officer, becoming Professor of 
Medicine at Modena in 1682. In 1700 he was appointed 
to the Chair of Practical Medicine at Padua, where he 
remained until his death in 1714. His study of occupa- 
tional disease and industrial hygiene led to the publica- 
tion in 1700 of his treatise De morbis artificum diatriba, 
and coincided with the acceleration in industrial activity 
in Italy. At this time medical men were apathetic to 
the consequences of industrialization to health, and a 
patient’s illness was rarely attributed to his work. 
Ramazzini tried to find the fundamental causes of occupa- 
tional diseases and to devise means for their prevention, 
being the first to grasp their social and economic signi- 
ficance. In the interest of the country he called upon 
doctors to watch the health of the workers and to inter- 
vene to secure ameliorative measures. He studied the 
effects on health of environmental factors such as high 
temperature, smoke, dust, and gases. He based his 
findings on personal observation, exposing himself for 
the sake of his scientific investigations to the hazards to 
which the workmen were subjected. 
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Ramazzini was also an excellent teacher and a brilliant 
clinician, rendering great service to medicine by his fight 
against polypharmacy and the abuse of blood-letting. 
But he was interested primarily in matters of public 
health, and particularly in epidemiology and meteoro- 
logy. He tracked the course of a contagious disease 
with the utmost care, suggesting prophylactic measures 
and always pointing out that the prevention of disease 
was the highest goal and the most important duty of 
medical science. , 

In the century following the birth of Ramazzini 
the importance of preventing sickness came to be 
recognized by many doctors, amongst whom was 
Peter Johann Frank, whose monumental Medizinische 
Polizei was published between 1779 and 1814. In the 
first volume he dealt with problems of reproduction and 
genetics, making many advanced suggestions such as 
that persons with severe inherited diseases should not 
marry; the second volume covered the questions of 
abortion, prostitution, venereal diseases, and foundling 
hospitals; and the third volume was concerned with 
clothing, nutrition, and housing. 

Frank lived a very active life. He began his career in 
the 1760s as garrison and town medical officer at 
Rastatt, became Physician to the Court of Baden-Baden 
and to the Prince Archbishop von Speyer, and then 
Professor of Medicine at G6ttingen, where he attempted 
to interest his colleagues in prophylactic medicine. 
Receiving no response in Germany, he went to Pavia in 
1784 as Professor of Clinical Medicine, subsequently 
becoming Director General of Medical Organization for 
Austrian Lombardy and the Duchy of Mantua. At 
Pavia he designed a new course of study and established 
a special surgical clinic and museum of pathological 
anatomy. In 1795 he went to Vienna as head of the 
famous General Hospital, but opposition to his proposals 
for drastic measures of reform and reorganization drove 
him to Viina and, in 1804, to St. Petersburg, where he 
was the Czar’s physician for 3 years and Director of the 
first Medical and Surgical Academy. In 1809 he 
returned to Vienna, where he was consulted by Napoleon 
and invited to visit France, where many of the sanitary 
reforms which he had himself advocated had been put 
into practice. But the hostility of leading French 
doctors prevented him from accepting the offer, and he 
remained in Vienna until his death in 1821. 

Ruth Hodgkinson 


331. James Rae 1716-1791 
J. Boyes. Proceedings of the Roval Society of Medicine 
[Proc. roy. Soc. Med. 46, 457-460, June, 1953. 


Born in Edinburgh in 1716, James Rae became a 
member of the Incorporation of Surgeons there in 1747 
and was Deacon (President) in 1764-5. After his 
appointment as first surgeon to the Royal Infirmary in 
July, 1766, he instituted a course of clinical lectures on 
the surgical cases in the hospital on similar lines to the 
clinical lectures on physic initiated at the same hospital 
by Dr. John Rutherford. As a result of the success of 
these lectures the Incorporation of Surgeons, at Rae's 
suggestion, applied to the Lord Provost, Magistrates, 


and Council of Edinburgh for a Chair of Surgery to be 
established in the University, Rae being nominated as 
first Professor. Monro secundus, however, who occupied 
the Chair of Anatomy, successfully resisted this petition 
and even had the title of his Chair changed from that of 
Anatomy to Anatomy and Surgery so that he might 
maintain his professorial monopoly in these two subjects. 
Nonetheless, Rae must be given the credit for first 
establishing the teaching of surgery at Edinburgh on a 
firm clinical basis. 

Not only was Rae an eminently successful teacher of 
surgery, but it seems that he delivered, in 1764, the first 
systematic course of lectures in dentistry to be given in 
Britain. From available evidence it seems that Rae 
had been interested in the teeth since 1749. 

His grandfather, also called James, was appointed 
Barber to Charles II in 1662, and in 1686 was granted 
permission to build public baths in Edinburgh, the first 
in that city; his son John was the first Fellow of the 
Royal College of Surgeons of Edinburgh and was its 
President in 1804-5. H. P. Tait . 


332. Gustave Edouard Laguesse. His Demonstration of 
the Significance of the Islands of Langerhans 

J. P. Hort. Diabetes [Diabetes] 2, 322-324, July—Aug., 
1953. 2 figs., 12 refs. 


333. Notes on the History of Diabetes Mellitus, II: 
Search for the Antidiabetic Principle 

L. FARMER. Bulletin of the New York Academy of 
Medicine [Bull. N.Y. Acad. Med.] 29, 636-641, Aug., 
1953. 26 refs. 


334. Medicine in 1858 (Three Unpublished Letters of 
Marshal the Duke of Saldanha). (Estado da medicina 
em 1858. (Trés cartas inéditas do Marechal-Duque de 
Saldanha)) . 

A. D’EsaGuy. IJmprensa médica [Impr. méd. (Lisboa)] 17, 
403-412, July, 1953. 3 figs. 


335. Theories Concerning the Mechanism of Hearing in 
the 17th and 18th Centuries. (Les anciennes hypothéses 
sur le mécanisme de l’audition (VIIe et XVIIIe siécles)) 
G. Coppét. Acta oto-rhino-laryngologica Belgica [Acta 
oto-rhino-laryng. belg.] 7, 14-21, 1953. 25 refs. 


336. Achievements of Chinese Medicine in the Sui 
(589-617 A.D.) and T’ang (618-907 A.D.) Dynasties 

Lee T’Ao. Chinese Medical Journal (Chin. med. J.) 71, 
301-320, July—Aug., 1953. 7 figs., 10 refs. 


337. Contributions of the Arabs to Medicine 

T. E. Keys and K. G. WAkKIM. Proceedings of the Staff 
Meetings of the Mayo Clinic [Proc. Mayo Clin.] 28, 423- 
437, Aug. 12, 1953. 3 figs., 25 refs. 


338. A Brief History of Infant Feeding 
W. D. Davipson. Journal of Pediatrics [J. Pediat.] 43, 
74-87, July, 1953. 28 refs. 


